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Description 

FIELD OF THE INVENTION 

5 [0001] This invention' is in the field of anti-inflammatory pharmaceutical agents and generally relates to compounds, 
compositions and methods for treating cyclooxygenase-2 mediated disorders, such as inflammation and inflammation- 
related disorders. The invention particularly relates to fluoro-substituted benzenesulfonyl compounds, compositions 
and methods for treating cyclooxygenase-2 mediated disorders. 

10 BACKGROUND OF THE INVENTION 

[0002] Prostaglandins play a major role in the inflammation process and the inhibition of prostaglandin production, 
especially production of PGG 2 , PGH 2 and PGE 2 , has been a common target of antiinflammatory drug discovery. Com- 
mon non-steroidal antiinflammatory drugs ("NSAIDs") that are active in reducing the prostaglandin-induced pain and 

15 swelling associated with the inflammation process are, however, also active in affecting other prostaglandin-reguiated 
processes not associated with the inflammation process. Thus, use of high doses of most common NSAIDs can produce 
severe side effects, including life threatening ulcers, that limit their therapeutic potential. An alternative to NSAIDs is 
the use of corticosteroids, which have even more drastic side effects, especially when long term therapy is involved. 
[0003] Previous NSAIDs have been found to prevent the production of prostaglandins by inhibiting enzymes in the 

20 human arachidonic acid/prostaglandin pathway, including the enzyme cyclooxygenase (COX). The recent discovery 
of an inducible enzyme associated with inflammation (named "cyclooxygenase-2 (COX-2) 1 ' or "prostaglandin G/H syn- 
thase II") provides a viable target of inhibition which more effectively reduces inflammation and produces fewer and 
less drastic side effects. 

[0004] Recently, there has been significant research into some of the roles of cyclooxygenase-2. It has been found 
25 that COX-2 is upregulated in benign and malignant tumors (K. Subbaramaiah et al., Proc. Soc. Exp. Biol. Med., 216, 
201 (1997)) including lung cancer (T. Hida et al., Anticancer Res., 18, 775-82 (1998)), Barrett's esophagus (K. Wilson, 
Cancer Res., 58, 2929-34 (1998)) and skin cancer (S. Buckman et al., Carcinogenesis, 19, 723-29 (1998)). It is ex- 
pressed in airway cells with implication in asthma (P Barnes et al., Lung BioL Health D/s., 114, 111-27 (1998)). COX- 
2 also has a role in pre-term labor, angiogenesis (M. Tsu.jii et al., Cell, 93, 705-1 6 (1 998)), vascular rejection (M. Bustos, 
30 J. Clin. Invest, 100, 1150-58 (1997)), HIV induced apoptosis (G. Bagetta et al., Biochem. Biophys. Res. Commun., 
244, B19-24 (199B)), neurodegeneration (T Sandhya et al. f Brain Res., 788, 223-31 (1998)), inflammatory bowel dis- 
ease, colitis, (I. Singer et al., Gastroenterology, 115, 297-306 (1 998)), cerebral ischemia (S. Nogawa et al., Proc. Natl. 
Acad. ScL, 95 10966-71 (1998)), and hypertension (A. Nasjletti, Hypertension, 31, 194-200 (1997)), among others. 
[0005] Drugs that inhibit cyclooxygenase affect colon cancer (T. Kawamori et al., Cancer Res., 58, 409-12 (1998)), 
35 allergic neuritis (K. Miyamoto et al. , Neuro. Report, 9, 2331-34 (1 998)), dementia, burn infections (M. Shoup, J. Trauma; 
In)., Infec., Crit. Care, 45, 215-21 (1998)), cytomegalovirus infectivity (E. Speir et al., Circ. Res., 83, 210-16 (1998)), 
and lumbago (H. Bosch, Curr Med. Res. Opin., 14, 29-38 (1997)), among others. 

[0006] The references below disclose compounds having antiinflammatory activity and show that efforts are contin- 
uing to find a safe and effective antiinflammatory agent. W096/19463 describes oxazoies substituted with a [(2- or 3)- 

40 halo-4-(alkylsulfonyl : aminosulfonyl or alkylaminosulfonyl)]phenyl group that selectively inhibit cyclooxygenase-2. U. 

S. Patent No. 5,380,738 describes 4-fluoro-phenyl and 4-methylsulfonyl substituted oxazoies that selectively inhibit 
— cyclooxygenase-2. U.S. Patent No. 5,71 9,1 63 describes substituted oxazoies that selectively, inhibit cyclooxygenase- 
2. W096/36617 describes oxazoies that selectively inhibit cyclcoxygenase-2. W096/19462 describes oxazoies that 
selectively inhibit cyclooxygenase-2. W098/11 080 describes 3, 4-diaryl-oxazolones that selectively inhibit cyclooxyge- 

45 nase-2. 

- [0007] EP 799,823 A1 describes 1- or 2-[3-halo-4-(methylsulfonyl, aminosulfonyl or substituted aminosulfonyl)phe- 

nyl]-pyrroles that selectively inhibit cyclooxygenase-2. U.S. Patent No. 5,935,990 describes substituted pyrroles that 
selectively inhibit cyclooxygenase-2. 

[0008] W099/64415 describes 1-(4-bromophenyl)-2-[3-fluoro-4-(methylsulfonyl)phenyl]-5-methyl-1 H-pyrrole; 
' 50 5-(4-bromophenyl)-1-[3-fluoro-4-(methylsulfonyl)phenyl]-3-(hydrogen : cyano, nitro, trifluoromethyl or ethoxycarbonyl)- 
IH-pyrazole; 2-[(4-bromophenyl) or (3-methyl-4-bromophenyl)]-1 -[3-f luoro-4-(methylsulfonyl)phenyl]-4-trif luoromethyl- 
1 H-imidazole; 4-[2-(4-bromophenyl)-4-hydroxy-4-trifluoromethyl-1 H-imidazol-1 -yl]-2-fluorobenzene sulfonamide; 
3-(4-bromophenyl)-4-[3-fluoro^ 

fonyl or aminosulfonyl)phenyl]-5-methylisoxazole; 4-(4"-bromophenyl)-5-[3-fluoro-4-(methylsulfonyl or aminosulfonyl) 
55 phenyl]-2-methyl-1,3-oxazole; and 4-(3-methyl-4-bromophenyl)-5-[3-fluoro-4-(methylsulfonyl)phenyl]-2-methyl- 
1 ,3-oxazole as intermediates used in the preparation of sulfonylbenzene compounds comprising an aryl or heteroaryl 
substituted phenyl moiety. W099/64415 states that the disclosed sulfonylbenzene compounds are useful in the treat- 
ment of cyclooxygenase mediated diseases. 
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[0009] U.S. Patent Nos. 5,466,823, 5,504,215. 5,508,426, 5,51 0,496, 5,51 6,907, 5,521 ,207 and 5,760,068 describe 
substituted pyrazolyl benzenesuifonamides that selectively inhibit cyclooxygenase-2. U.S. Patent Nos. 5,475,018 de- 
scribes 1 ,5-diphenyl pyrazoles that selectively inhibit cyclooxygenase-2. U.S. Patent Nos. 5,486,534 and 5,756,529 
describe 3, 4-substituted pyrazoles that selectively inhibit cyclooxygenase-2. U.S. Patent Nos. 5,401 ,765 and 5,639,777 
5 describe 1 ,4,5-trisubstituted pyrazoles that selectively inhibit cyclooxygenase-2; U.S. Patent Nos. 5,434,178 and 
5,908,852 describe 1 ,3,5-trisubstituted pyrazoles that selectively inhibit cyclooxygenase-2. 

[0010] W094/15932 describes thiophene and furan derivatives that selectively inhibit cyclooxygenase-2. 
W094/26731 describes thiophene compounds that selectively inhibit cyclooxygenase-2. W097/16435 describes 
3,4-diaryl-2-hydroxy-2 s 5-dihydrofurans as prodrugs of compounds that are cyclooxygenase-2 inhibitors. GB 2,294,879 
w describes substituted furanones as cyclooxygenase-2 inhibitors. 

[0011] U.S. Patent No. 5,859,257 describes substituted isoxazoles that selectively inhibit cyclooxygenase : 2. EP 
745,596 describes substituted isoxazoles that selectively inhibit cyclooxygenase-2. 

[0012] U.S. Patent Nos. 5,344,991, 5,420,287 and 5,663 ; 180 describe substituted cyclopentenes that selectively 
inhibit cyclooxygenase-2. 

75 [0013] U.S. Patent No. 5,418,254 describes substituted cyclopentadienyls that selectively inhibit cyclooxygenase-2. 
[0014] U.S. Patent No. 5,916,905 describes 2,3-substituted pyridines that selectively inhibit cyclooxygenase-2. U. 
S. Patent No. 5,596,008 describes 3,4-diaryl substituted pyridines that selectively inhibit cyclooxygenase-2. 
WO98/03484 describes substituted pyridines that selectively inhibit cyclooxygenase-2. 

[0015] U.S. Palent Nos. 5,393,790 and 5,736 : 579 describe substituted spiro compounds that selectively inhibit cy- 
20 clooxygenase-2.. 

[0016] U.S. Patent Nos. 5,670,510, 5,672,626 and 5,672,627 describe spirodienes that selectively inhibit cyclooxy- 
genase-2. 

[0017] U.S. Patent No. 5,668,161 describes substituted thiazoles that selectively inhibit cyclooxygenase-2. 
[0018] U.S. Patent No. 5,616,601 describes 1 ,2-substituted imidazoles that selectively inhibit cyclooxygenase-2. 
25 WO96/03387 describes 4,5-substituted imidazoles that selectively inhibit cyclooxygenase-2. WO96/03388 describes 
1 ,2-substituted imidazoles that selectively inhibit cyclooxygenase-2. U.S. Patent Nos. 5,521,193 and 5,534,521 de- 
scribe benzimidazoles that selectively inhibit cyclooxygenase-2. 

[0019] W094/13635 describes 5-methanesulfonamido-1-indanones that selectively inhibit cyclooxygenase-2. 
WO94/20480 describes alkanesulfonamido-1-indanones that selectively inhibit cyclooxygenase-2. 
30 [0020] WO96/09293 describes benz[g]indazolyls that selectively inhibit cyclooxygenase-2. 

[0021] WO98/47890 describes b'enzopyran derivatives that selectively inhibit cydooxygenase-2..U.S. Patent No. 
. 5,886,016 describes benzopyranopyrazolyls that selectively inhibit cyclooxygenase-2. U.S. Patent No. 5,565,482 de- 
scribes heteroarylpyranopyrazolyls that selectively inhibit cyclooxygenase-2. 

[0022] U.S. Patent No. 5,739,166 describes substituted terphenyls that selectively inhibit cyclooxygenase-2. 

35 [0023] Finally, various additional substituted.sulfonamides have been described. Pyrazolyl -sulfonylureas have been 
described as having possible hypoglycemic activity [H. Faid-Allah and H. Mokhtar, Ind. J. Chem., 27, 245 (1 988)]. JP 
1 ,045,374 describes water soluble tetrazolium compounds useful in assays for determining reducing substances. . D. 
Mukerjee et al. [Acta. Pharma. Jugosf., 31,-151 (1981)] describe tetrazolium sulfonamides as antiviral agents. JP 
4,277,724 describes triphenyl pyrazolines as nonlinear optical material. JP 5 : 323,522 describes the use of heterocyclic 

40 compounds in black and white photographic material. U.S. Patent No. 5,389,635 describes substituted imidazoles as 
angiotensin II antagonists. U.S. Patent No. 5,387,592 describes substituted benzimidazole derivatives as angiotensin 
II antagonists. G. Dorofeenko et al. [Khim. Farm. Zh., 16, 920 (1 982)] describe pyridinium salts as antiviral agents. U. 
S. Patent No. 5,338,749 describes diaryl-substituted heterocyclyl compounds as antiarthritis agents. 
[0024] Compounds of the current invention, however, have not been described as antiinflammatory cyclooxygenase 

45 inhibitors. - 

DESCRIPTION OF THE INVENTION 

[0025] The present-invention comprises methods of treating cyclooxygenase-2 mediated disorders, such as inflam- 
50 mation, in a subject having or susceptible to such disorders by administering to the subject a therapeutically-effective 
amount of one or more compounds of Formulae l-VII as described below. The methods of the present invention also 
include prophylatic treatment of a subject. The compounds of Formulae l-VII comprise a class of fluoro-substituted 
benzene sulfonyl compo unds t hat are safe and effective anti-inflammatory agents. These compounds generally exhibit 
improved selectivity and/or potency in inhibiting cyclooxygenase-2 over cyclooxygenase-1 relative to the corresponding 
55 sulfonamides or methylsulfones lacking such fluoro substituents. The present invention further comprises those novel 
fluoro-substituted benzene sulfonyl compounds within the class of compounds of Formulae l-Vll. 
[0026] More specifically, the present method of treating cyclooxygenase-2 mediated disorders comprises adminis- 
tering to the subject a therapeutically-effective amount of one or more compounds selected from the class of compounds 
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defined by Formula 
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wherein: 

A is a 5- or 6-member ring substituent selected from partially saturated or unsaturated heterocyclic and carbocyclic 

20 rings; 

X is fluoro; 

K^^^S^^ — pyndiny., and phenyl may be optionally substituted 

with one two or SL radicals selected from C v2 -a.kyl. C, 2 -haloa,kyl, cyano, carboxyl, C -alkoxycarbonyK hy- 
25 droxyl, C v2 -hydroxyalkyl, C v2 -haloalkoxy, amino, C v2 -alkylamino, phenylamino, n.tro, C 1 . 2 -alkoxy-C 1 . 2 -alkyl, 

C^-alkylsulfinyl, halo, C^-alkoxy and C^-alkylthio; 
R 2 is alkvl (Darticularly methyl) or amino; and 

R3 epresents one or more radicals selected from hydride, halo, C, 2 -a,ky., C 2 . 3 -alkenyl, C 2 . 3 -a.kynyl , < ^cyano, 
carboxyl cyano-C n 3 -alkyl, heterocyclyloxy, C^-alkoxy, C^-alkylthio, alkylcarbonyl, cycloalkyl, phenyl, C v3 - 
haSy,', heterocycfyl, cycloalkenyl, P henyl-C, 3 -a.ky., heterocycly,-C, 3 -alkyl, C ^mo-C^W C, 3 -hy- 
droxyalkyl. C, 3 -alkoxycarbonyl, phenylcarbonyl, phenyl-C^-alkylcarbonyl, ^ en ^ C ^ a ^' n ~ 1 a 3 " 
a.koxVS-3-alkyl pheny.thio-C 1 ,-alkyl, phenybxyalkyl, alkoxyphenyla.koxyalkyl, a ^T > °^'^^ 
bonyl ammocarbonyl-C^-alkyl, C^-alkylaminocarbonyl, N-phenylam.nocarbonyl, N-fA 3 - *W>";f *"J J™ 
nocarbonyl, C, 3 -alky.aminocarbonyl-C, 3 -alkyl, carboxy-C^-alkyl, C^-alkylammo N-arylammo, N-a a.kylam,- 
no N-(c" 3 -a.ky.)- N aralky.amino, N-(C, 3 -alkyl)-N-ary,amino, amino-C 4 . 3 -alkyl, ^^T^'u'tC 
nylamino-cl 3 -alkyl, N-phen y i-C 1 . 3 -alkylaminoalkyl, N-(C 1 . 3 -alkyl)-N-(phenyl^ w -allcy1)am.no-C n ^llc^ N-(C^- 
S^pSnylamino-C^-alkyl phenyloxy, pheny.alkoxy, phenylthio, phenyl-C^-alkylth.o ^ 3 -alkylsu«,ny., 
c' l alkylsulfonyl, aminosulfonyl, C^-alkylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and .N-(C n . 3 - 
alkyl)-N-phenylaminosulfonyl; 
40 or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

[0027] in one embodiment, n is 2. Preferably, (a) one fluoro radical ispresent at the 2-position of thebenzenesutfonyl 
compound (according to the numbering shown in Formula I above) and the other fluoro radical ,s preseni .a ^the ^po- 
sition of the benzenesulfonyl compound, or (b) one fluoro radical is present at the 2-posmon of the 
4 5 compound and the other fluoro radical is present at the 3-position of the benzenesutfony. compound, o (c) one fluoro 
radical is present at the 3-position of the benzenesulfonyl compound and the other fluoro rad.cal .s present at the 
5-position of Ihe benzenesulfonyl compound. 

[0028] In another embodiment, n is 3. . 
T00291 In another embodiment, n is 4. 
50 0030 in another embodiment, the present method of treating cyclooxygenase-2 mediate *2™^°T^£ 
ministering to the subject a therapeutically-effective amount of one or more compounds selected from a preferred class 
of compounds consisting of those compounds of Formula I wherein: 

A is a 5- or 6-member ring substituent selected from partially saturated or unsaturated heterocyclic and camocyclic 

55 rings; 

X is fluoro; 

n is an inteqer greater than or equal to 2; - '■ ,; - . . 

R1 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may beppt.onally .subsWuted 
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with one, two or three radicals selected from C,. 2 -alkyl, C v2 -haloalkyl, cyano, carboxyl, C^-alkoxycarbonyl, hy- 
droxyl, C^-hydroxyalkyl, C^-haloalkoxy, amino, C^-alkylamino, phenylamino, nitro, C^-alkoxy-C^-alkyl, 
C^s-alkylsulfinyL halo, C^g-alkoxy and Cvs-alkyithio; 
R 2 is methyl or amino; and 

5 R3 represents one or more radicals selected from hydrido, halo, C v2 -alkyl t C 2 _ 3 -alkenyl, C 2 . 3 -alkynyl, oxo, cyano, 

carboxyl, cyano-C^-alkyl, (5- or 6-member ring heterocyclyl)oxy, C^-alkoxy, C,. 3 -alkylthio, C^-alkylcarbonyl, 
C 3 _ 6 -cycloalkyl, phenyl, C^-haloalkyl, 5- or 6-member ring heterocyclyl, C^-cycloalkenyL phenyl-C 1 . 3 -alkyl, (5- 
or 6-member ring heterocyclylJ-C^-alkyl, C^-alkylthio-C^-alkyl, C^-hydroxyalkyl, C v3 -alkoxycarbonyl, phe- 
nylcarbonyl,. phenyi-C^-alkylcato^ phenyl-C 2 . 3 -alkenyl, C^-alkoxy-C^-alkyl, phenylthio-C^-alkyl, pheny- 

w loxy-C^-alkyl, C^^alkoxyphenyl-C^^alkoxy-C^^alkyl, C^-alkoxycarbonyl-C^-alkyl, aminocarbonyl, aminoc- 

arbonyl-C^-alkyl, C^-alkylaminocarbonyl, N-p.henylaminocarbonyl, N-^^^alkyO-N-phenylaminocarbonyl, 
G v3 -alkylaminocarbonyl-C 1 . 3 -alkyl ! carboxy-C^-alkyl, C^-alkylamino, N-phenylamino, N-(phenyl-C 1 . 3 -alkyl) 
amino, N-(C 1 . 3 -alkyl)-N-(phenyl-C 1 . 3 -alkyl)amino, N-(C v3 -alkyl)-N-phenylamino, amino-C^-alkyl, C v3 -alkylami- 
no-C^-alkyl, N-phenylamino-C^-alkyl, N-phenyf-C^-alkylamino-C-^-alkyl, N-(C 1 . 3 -alkyl)-N-phenyl-C 1 . 3 - 

75 alkylamino-C-^-alkyl, N-CC^^alkylJ-N-phenylamino-C^s-alkyl, phenyloxy, phenyl-C^-alkoxy, phenylthio, phe- 

nyl-C'i_ 3 -alkylthio, C^-alkylsulfinyl, C 1 . 3 -alkylsulfonyl, aminosulfonyl, C^-alkylaminosulfonyl, N-phenylaminosul- 
fonyl, phenylsultonyL and N-tC^-alkyO-N-phenylaminosultonyl; 
or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

20 [0031] Within this preferred class of compounds, A preferably is a radical selected from thienyl, fury!, furanone, 
thiazolyl, oxothiazolyl, thioxothiazolyL imidazolyl, benzofuryl, indenyl, benzothienyl, isoxazolyl, oxooxazolyl, pyrazolyl, 
cyclopentenyl, cyclopentadienyl, benzindazolyl, benzopyranopyrazolyl, phenyl, and pyridyl. More preferably, A is a 
radical selected from thienyl, furyl, furanone, thiazolyl, oxothiazolyl, thioxothiazolyl, imidazolyl, benzofuryl, indenyl, 
benzothienyl, isoxazolyl, pyrazolyl, cyclopentenyl, cyclopentadienyl, benzindazolyl, benzopyranopyrazolyl, phenyl, and 

25 pyridyl. Still more preferably, A is a radical selected from thienyl, furanone, isoxazolyl, pyrazolyl, cyclopentenyl and 
pyridinyl. Still more preferably, A is a radical selected from furanone, isoxazolyl, and pyrazolyl. 

[0032] In another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises ad- 
ministering to the subject a therapeutically-eff ective amount of one or more compounds selected from a more preferred 
class of compounds consisting of compounds of Formula I wherein R 1 is cyclohexyl, pyridinyl, or phenyl, wherein said 

30 cyclohexyl, pyridinyl, and phenyl may be optionally substituted with one, tvyo or three radicals selected from methyl, 
difluoromethyl, trifluoromethyl, cyano, carboxyl, methoxycarbonyl, hydroxyl, hydroxymethyi, trifluoromethoxy, amino, 
methylamino, phenylamino, nitro, methoxymethyl, methylsulfinyl, fluoro, chloro, bromo, methoxy and methylthio. 
[0033] In another embodiment, the present method of treating cyciooxygenase-2 mediated disorders comprises ad- 
ministering to the subject a therapeutically-eff ective amount of one or more compounds selected from a more preferred 

35 class of compounds consisting of compounds of Formula I wherein R 3 is a radical selected from hydrido, fluoro, chloro, 
bromo, methyl, oxo, cyano, carboxyl, cyahomethyL methoxy, methylthio, methylcarbbnyl, phenyl, trifluoromethyl, dif- 
luoromethyl, phenylmethyl, methylthiomethyl, hydroxymethyi, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phe- 
nylmethyicarbonyl, methoxymethyl, phenylthiomethyl, phenyloxynriethyl, methoxyphenylmethoxymethyl, methoxycar- 
bonylmethyl, aminocarbonyl, aminocarbonylmethyl, methylaminocarbonyl, N-phenyiaminocarbonyl, N-methyl-N-phe- 

40 nylaminocarbonyl, methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenylmethyl)ami- 
no, N-methyl-N-(phenylmethyl)amino, N-methyl-N-phenylamino, aminomethyl, methylaminomethyl, N-phenylamU 
nomethyl, N-phenyimethylaminomethyl, N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylaminomethyl, phe- 
nyloxy, phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, aminosulfonyl, methylaminosul- 
fonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-methyl-N-phenylaminosulfonyl. 

45 [0034] I n another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises ad- 
ministering to the subject a therapeutically-eff ective amount of one or more compounds selected from a more preferred 
class of compounds consisting of compounds of Formula I wherein R 1 and R 3 are defined as follows: 

******** Ri is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be optionally substituted 
50 with one, two or three radicals selected from methyl, difluoromethyl, trifluoromethyl, cyano : carboxyl, methoxycar- 
bonyl, hydroxyl, hydroxymethyi, trifluoromethoxy, amino, methylamino, phenylamino, nitro, methoxymethyl, meth- 
ylsulfinyl, fluoro, chloro, bromo, methoxy and methylthio; and - m 

r3 is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, cyanomethyl, methoxy, 
methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, methylthiomethyl, hydroxyme- 
55 thyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcarbonyl, methoxymethyl, phenylthiomethyl, 

phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylmethyl, aminocarbonyl, aminocarbonylmethyl, 
methylaminocarbonyl, N-phenylaminocarbonyl, N-methyl-N-phenylaminocarbonyl, methylaminocarbonylmethyl, 
carboxymethyl, -methylamino, N-phenylamino, N-(pheny!methyl)amino, N-methyl-N-(phenylmethyl)amino, N-me- 
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to 



75 



20 



thy,-N-phenylamino, aminomethyl, methylaminomethyl, N-phenylaminomethy 

me hvl N-Dhenylme hylaminomethyl, N-methyl-N-phenylaminomethyl, phenyloxy, phenylmethoxy, Phenylthio. 
phfnylmeSff methyisulfonyl. aminosulfony., methylaminosu.fonyl, N-phenylaminosulfonyl, _ 

phenylsulfonyL and N-methyl-N-phenylaminosulfonyl. 

I0 035] in another embodiment, the present method of treating cyclooxygenase-2 ^^^X^!^^ 
ministering to the subject a therapeutically-effective amount of one or more compounds selected from a st.ll more 
preferred class of compounds consisting of those compounds of Formula I wherein. 

Ri is cyclohexy. or phenyl, wherein said cyc.ohexy. and pheny. may be optionally substi tuted with one, two or three 
Radicals selected from halo, cyano, Cl . 2 -a.kyl, C^-haloalkyl, ^^^'^^^'SSm and c -alkoxy- 
R3 is a radical selected from hydrido, C^-alkyl, C^-alkoxy, C^alkylcarbonyl, C^-haloalkyl, and C v3 alkoxy 

carbonyl. 

-m0361 in another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises ad: 
Senng to the subject a therapeutically-effective amount of one or more compounds selected from a st,.l more 
preferred group of compounds consisting of those compounds of Formula I where.n: 

Ri is cvclohexvl or phenyl wherein said cyclohexyl and phenyl may be optionally substituted with one, two orthree 
l^TTeTZT™^, dif.uoromethy., trif.uoromethy., trit.uoromethoxy, cyano, f.uoro, ch.oro, bromo, and 

- SatSca'l selected from hydrido, methy.; methoxy, methylcarbonyl, trif.uoromethy I, dif.uoromethy.; and meth- 
oxycarbonyl. 

25 Utility of Methods and Compounds 

r003 71 The methods and compounds of the present invention would be useful for, but not limited to, the treatment 
of inf!lmma«onfna subject, and for treatment of other C yc,ooxygenase-2 mediated ^^^ S ^ZZTZ 
Tn heTtetme* of pain and headaches, or as an antipyretic forthe treatment of fever. For example^ the methods a ind 
compound ™ the invention would be useful to treat arthritis, including but not limited to meumato.d ^hriti^spondy^ 
loaTopaVhies gouty arthritis, osteoarthritis, systemic lupus erythematosus and juvenile arthnhs. Such methods and 
impounds of the invention would be useful in the treatment of asthma, bronchitis, menstrual cramps preterm labor, 
tendZ buims, allergic neuritis, cytomegalovirus infectivity, apoptosis including , HIV , nduced -^££><» 
liver disease including hepatitis, skin-related conditions such as psonasis, eczema, acne, UV damage burna ana 
rrmaS and from post-operative inflammation including from ophthalmic surgery such as cataract surgery and re- 

Sr^methods and compounds of the invention a.so would be useful to treat gastrointestinal conditions such 
as ilmma ory bowel disease, Crohn's disease, gastritis, irritable bowel syndrome and ulcerative cohta 
m039] The mXds and compounds of the invention wou.d be useful in treating inflammation m such diseases as 
miora ne headaches periarteritis nodosa, thyroiditis, aplastic anemia, Hodgkin's disease, scleredema, rheumatic fever, 
£ peTd abe £ —Sar junction disease inc.uding myasthenia gravis, wh*e matter ^^^S 
sclerosis sarcoidosis, nephrotic syndrome, Behcet's syndrome, polymyosit.s, gmg.v.ts, nephr,t.s, hypersensmy.ty, 
swe.lino occurrinq after injury including brain edema, myocardial ischemia, and the.Hke. _ ti „ itie 
[Si The methods and compounds wou.d also be useful in the treatment of ophthalmic diseases, such as retm.t.s, 
conjunctivitis retinopathies, uveitis, ocular photophobia, and of acute injury to the eye tissue 
rnoTt 1 The me hoas and compounds would also be useful in the treatment of pulmonary inflammafon, such as that 
Lssoc ate wi* vira, infections a'nd cystic fibrosis, and in bone resorption such as associated w,t J - 
r00421 The methods and compounds would also be useful for the treatment of certain central nen/ous system d.s 
ordefs such aTcortical dementias including Alzheimer's disease, neurodegeneration, and centra nervous system 
damage resu^ng from stroke, ischemia and trauma. The term "treatment" includes partia, or total » J 
dementi, including Alzheimer's disease, vascular dementia, multHnfarct dementia, pre-sen,.e dementia, a.cohohc 

^ arthritis witMhe additional benefit of having significantly less harmful side effects. These methods and compounds 
11 i Tso be useful in the treatment of a.lergic rhinitis, respiratory distress syndrome *^nT™£lToo«- 
Tnd liver disease. The methods and compounds would also be usefu. in the treatment of pain, but not .imited to post 
ooerative pain dental pain, muscular pain, and pain resulting from cancer. 

[0044] The methods and compounds above wou.d be useful for, but not limited to, treating and preventing mflam- 
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mation-related cardiovascular disorders in a subject. The methods and compounds would be useful for treatment and 
prevention of vascular diseases, coronary artery disease, aneurysm, vascular rejection, arteriosclerosis r atheroscle- 
rosis including cardiac transplant atherosclerosis, myocardial infarction, embolism, stroke, thrombosis, including ve- 
nous thrombosis, angina including unstable angina, coronary plaque inflammation, bacterial-induced inflammation in : " 

5 eluding Chlamydia-induced inflammation, viral induced inflammation, and inflammation associated with surgical pro- 
cedures such as vascular grafting including coronary artery bypass surgery, revascularization procedures including 
angioplasty, stent placement, endarterectomy, or other invasive procedures involving arteries, veins and capillaries. 
[0045] The methods and compounds would be useful for, but not limited to, the treatment of angiogenesis-related 
disorders in a subject. According to the present invention, the methods and compounds can be used in the treatment 

w of a subject in need of angiogenesis inhibition. The methods and compounds would be useful fortreatment of neoplasia, 
including metastasis; ophthalmological conditions such as corneal graft rejection, ocular neovascularization, retinal 
neovascularization including neovascularization following injury or infection, diabetic retinopathy, macular degenera- 
tion, retrolental fibroplasia and neovascular glaucoma; ulcerative diseases such as gastric ulcer; pathological, but non- 
malignant, conditions such as hemangiomas, including infantile hemaginomas, angiofibroma of the nasopharynx and 

is avascular necrosis of bone: and disorders of the female reproductive system such as endometriosis. 

[0046] The methods and compounds of the invention would be useful for the prevention or treatment of benign and 
malignant tumors/neopiasia including cancer, such as colorectal cancer, brain cancer, bone cancer, epithelial cell- 
derived neoplasia (epithelial carcinoma) such as basal cell carcinoma, adenocarcinoma, gastrointestinal cancer such 
as lip cancer, moulh cancer, esophogeal cancer, small bowel cancer and stomach cancer, colon cancer, liver cancer, 

20 bladder cancer, pancreas cancer, ovary cancer, cervical cancer, lung cancer, breast cancer and skin cancer, such as 
squamus cell and basal cell cancers, prostate cancer, renal cell carcinoma, and other known cancers that affect epi- 
thelial cells throughout the body. Preferably, neoplasia is selected from gastrointestinal cancer, Barrett's esophagus, 
liver cancer, bladder cancer, pancreas cancer, ovary cancer, prostate cancer, cervical cancer, lung cancer, breast 
cancer and skin cancer such as squamus cell and basal cell cancers. The methods and compounds can also be used 

25 to treat the fibrosis which occurs with radiation therapy. The methods and compounds can be used to treat subjects 
having adenomatous pojyps, including those with familial adenomatous polyposis (FAP). Additionally, the methods and 
compounds can be used to prevent polyps from forming in patients at risk of FAP. 

[0047] The methods and compounds of the present invention may be used alone or in conjunction with additional 
therapies and/or compounds known to those skilled in the art in the prevention or treatment of neoplasia. Alternatively, 
30 the methods and compounds described herein may be used in conjunctive therapy. By way of example, the compounds 
may be administered alone or in conjunction with other antineoplastic agents or other growth inhibiting agents or other 
"drugs or nutrients. 

[0048] The present methods and compounds may also be used in co-therapies, partially or completely, in addition 
to other antiinflammatories, such as together with steroids, NSAIDs, iNOS inhibitors, p-38 inhibitors, MMP inhibitors, 

35 TNF inhibitors, 5-lipoxygenase inhibitors, LTB 4 receptor antagonists and LTA 4 hydrolase inhibitors. 

[0049] The present methods and compounds may also be used in combination therapies with opioids and other 
analgesics, including narcotic analgesics, Mu receptor antagonists, Kappa receptor antagonists, non-narcotic (i.e. non- 
addictive) analgesics, monoamine uptake inhibitors, adenosine regulating agents, cannabinoid derivatives, Substance 
P antagonists, neurokinin-1 receptor antagonists and sodium channel blockers, among others. More preferred would 

40 be combinations with compounds selected from morphine, meperidine, codeine, pentazocine, buprenorphine, butor- 
phanol, dezocine, meptazinol, hydrocodone, oxycodone, methadone, Tramadol [(+) enantiomer], DuP 747, Dynorphine 
A, Enadoline, RP-60180, HN-11608, E-2078, ICI-204448 : acetominophen (paracetamol), propoxyphene, nalbuphine, 
E-401 8, filenadol, mirfentanil, amitriptyline, DuP63i, Tramadol [(-) enantiomer], GP-531 , acadesine, AKI-1 , AKI-2, GP- 
1683, GP-3269, 4030W92, tramadol racemate, Dynorphine A, E-2078, AXC3742, SNX-111 , ADL2-1294, ICI-204448, 

45 CT-3. CP-99,994 : and CP-99,994. 

[0050] The methods and compounds can be used in co-therapies, in place of other conventional antiinflammatories, 
in combination with one or more antihistamines, decongestants, diuretics, antitussive agents or with other agents pre- 
viously known to be effective in combination with antiinflammatory agents. 

■so Subjects of Treatment _ 

[0051] Besides being useful for human treatment, these methods and compounds are also useful for veterinary 
treatment of companion animals, exotic animals and farm animals, including mammals, rodents, and the like. More 
preferred animals include horses, dogs, and cats. 

55 

Selectivity of Compounds 

[0052] The present novel methods preferably employ compounds which selectively inhibit cyclooxygenase-2 over 
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cyc.ooxygenase, . Preferab.y, the compounds have a cyc.ooxygenase-2 ^^^^t^eXZ 
Pyrazoles 

of compounds of Formula I corresponding to Formula II: 
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r 4 R 5 

(X) n 

\ N N 




n 



25 



30 



. ti+llontc y n R4 R 5 and R 6 have the same definitions and sub-definitions as substituents X, n, R 1 , 

po£T -o«^— . a P^gropp o, expound, c.nsis.s Chess comppun*. p. Per™* 
IIA or Formula IIB: 
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wherein R 4 , R 5 and R 6 are as defined above, and the pharmaceutically-acceptable salts, tautomers and prodrugs 
thereof. 

20 [0055] Within this subclass of compounds, a more preferred group of compounds consists of those compounds of 
Formula IIC or IID: 
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and the other fluoro radical is present at the 5-position. 

[0056] Preferred species within this subclass include, but are not limited to: 
c . hom ,i 1 \i R Hifiuoro-4-fmethvlsulfonyl)ph 

5- 3-chlorophenyl)-1 -[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(tr.fluoromethy - H-pyrazo e 

5-(3-bromophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethy0^ 

I 4-b omoShenyl -1- 3 5-difluoro-4Kmethylsulfonyl)phenyl]-3Htrifluoromethyl)-1H-pyrazole 

5.3;5-dZrophVny,H-[3,5-dif.uoro-4-(methy^ 

5-4fluoro P henyl)-1-[3,5-difluoro-4-(methylsul^^ 

5 3l d icLropheny)-l-l3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorome^ 
IStdSopheny^ 

ttchloro-4-meth y lpheny)-1-[3,5-difluoro^-(methylsulfonyl)phenyl]-3-^^ 
t t^omoimethylpheny )-1 - 3,5-dif,uoro-4-(methy,su tf ony.)pheny^ 

5 -3 4-dimethyl P henyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(tr,fluoromethyl 

5- 3-cyano-4-methyl P henyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(tr l fluorome hy - ^"PV ™; 
5- 3-cyanophenyl)-1 -[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trrfluoromethyl)-1 H-pyrazole, 
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5-(4-cyanophenyl)-1 -[3,5-difluoro-4-(methy!sulfonyl)phenyl] -3 -(trif luoromethyl)-1 H-pyrazole; 
5-(3-chloro-4-methoxyphenyl)-1^ 1 H-pyrazole; 

5-(4-chloro-3-methoxyphenyl)-1-[3 ? 5-dif^ 
5-(2-methylpyridin-6-yl)-1-[3 : 5-difluord 
5 . 5-(2-methylthiazol-4-yl)-H3^ 

5-(4-methylthiazol-2-yl)-1-[3,5-difl^^ 
5-(2-methylpyridin-3-yl)-1-[3 ; 5-difluoro^ 

5-(2-methylpyridin-3-yl)-1-[3 : 5-difluoro-4-(m^ H-pyrazole; 
5-(3-pyridinyt)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoro 
10 5-(5-methylpyridin-3-yl)-1-[3 : 5-dif^ 
5-(2-methylpyridin-3-yl)-1-[3 : 5-difl^ 

3-cyclohexyl-1-t3 } 5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethy^ 
3-cyclopentyl-1-[3 ; 5-difluoro-4-(met^ 
5-phenyM-[3,5-difluoro-4-(methylsulfo^^ 
15 5-(3-chlorophenyl)-H3 : 5-difluoro^ 

5-(4-chlorophenyl)-1 -[3 : 5-dif luoro-4-(methylsuttonyt)phenyl]-3-(dltluoromethyl)-1 H-pyrazole; 

5-(3-bromophenyl)-1-[3 : 5-difluoro-4-(m 

5-(4-bromophenyl)-1-[3 ; 5-difluoro-4-^ 

5-(3-fluorophenyl)-1-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-IH-py^ 
20 5-(4-f luorophenyl)-1 -[3 J 5-difluoro-4-(methylsulfonyl)phenyi]-3-(difluoromethyl)-1 H-pyrazole; 

5-(3-methylphenyI)-1-[3 J 5-difluoro-4-(methylsulfonyl)phenyl]-3-(drfluorometh 
5-(4-methylphenyl)-1-[3 ; 5-difluoro-4-(methy!sulfonyl)phenyl]-3-(difluorometh 
5-(3-cyanophenyl)-1-[3 ; 5-difluoro-4-(methylsulfonyl)phenylj-3-(difluoromet 
5-(4-cyanophenyl)-1-[3 ! 5-difluoro-4-(methylsulfonyl)phenyl]-3-(difiuoromethy^ 
25 5-(3-trifluoromethylphenyl)-1-[3.5-difl^^ 

5-(4-trifluoromethylphenyl)-1-(33-dif!u^^ 1 H-pyrazole; 

5-(3-trifluoromethoxyphenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluo 
5-(4-trifluoromethoxyphenyl)-1-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-3-(d^ 
5-(3 J 4-dichlorophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorometh 
30 5-(3,4-dibromophenyl)-1 -[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(dif luoromethyl)- 1 H-pyrazole; 

5-(3 J 4-difluorophenyl)-1-[3 ; 5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom . 
5-(3,5-dichlorophenyl)-1-[3,5-d^^ 

5-(3,5-dibromophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 
5-(3,5-difluorophenyl)-1-[3,5-difluoro-4-^ 
35 5-(3 ; 4-dimethylphenyl)-1-[3,5-difluoro^ 
5-(3,5-dimethylphenyl)-t-[3,5-difluo^^^ 
5-(3-metrVl-4-chlorophenyl)-1.^ 

5-(4-methyl-3-chlorophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3- 

5-(3-methyl-4-fluorophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-^ 
40 5-(4-methy1-3-fluorophenyl)-H^ 

5-(3. me thy|-4-bromophenyl)-1-[3 ! 5-difluoro-4-(methylsulfonyl)phenyl]-3-(diH 

5-(4-methyl-3-bromophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3- 

5-(3-methyl-4-trifluoromethylphenyl)-1-[3,5-difluoro-4-(methylsulfonyl)^ 

5-(4-methyl-3-trlfluoromethylphenyl)-1-[3,5-difluoro : 4-(methylsulfonyl)ph 
45 ' *75-(3-methyl-4-trifluoro^ 

5-(4-methyl-3-trifluorometrioxyp^ 

5-(3-cyano-4-methylphenyl)-1-[3^ 
. 5-(4-cyano-3-methylphenyl)-1-[3 J 5-difluoro-4-(methylsulfonyl)phenyl]-3-(dm 

5-(3-chloro-4-methoxyphenyl)-1 -[S^-difluoro^-CmethylsulfonyOphenylj-S-JdifluoromethyO-l H-pyrazole; 
50 5-(4-chloro-3-methoxyphenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(^ 

5-(2-methylpyridin-6-yl)-1-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 

5-(2-methylthiazol-4-yl)-1-[3 } 5-difluoro-4-(methylsulfonyl)phenyl]-3-(diflu 

5-(4-methytthiazol-2-yl)-1-[3,5-diflu^^ 

5-(2-methylpyridin-3-yl)-1-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 
55 5-(2-methylpyridin-3-yl)-1-[3 : 5-difluoro-4-^^ 
5-(3-pyridinyl)-1-[3,5-difluoro-4-(m^ 

5-(5-methylpyridin-3-yl)-1-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 
5-(2-methylpyridin-3-yl)-1-[3 ; 5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H 
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S-evclohexyl-1 -[3 B-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-IH-pyrazole; 
5-cyclopentyl-1 -[3,5-difluoro-4-(methylsulfonyl)phenyl] -3-(difluoromethyl)-1 H-pyrazole; 
1-phenyl-5435-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; ■ 
1 (3-chLrophenyl)-543,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole, 

(4c S 

1 - 4-bromophenyl)-5-[3 : 5-difluoro-4-(methylsulfonyl)phen y ll-3-(trifluoromethyl)-1 'H-py«»le; 

-3-fluorophen y l)-5-[3,5-difluoro-4-(meth y isulfonyl)phenyl]-3-(trifluoromethyl> H-pyrazoe, 
1-4-fluoroph e nyl-5-[3,5-difluoro^(methyl S ulfonyl) P hen y l]-3-(trtfluoromet^ 

. 3.m e thylph e nyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyQ-3-(trifluoromethyl)- H-pyrazoe, 

.ImehyphenyO^ 

1 4-cvanophenyl)-5-[3,5-difluoro-4-(met^^ 

3 H-pyrazo e; 

".4- 00^^ 
Usldich.orophenyiU-lS.S-d^ 
.3 4.dibromopheny.)-5-[3,5-difluo^^ 

-3 5 :dichlorophen y )-5-[3,5-difluoro^-(meth y isulfon y i) P henyl]-3-(trifluorom 
.35-difluoro P hen y Wt3,5-difluoro-4-(me^ 

3meZl 4 ch,oro P enyl -5-[3,5-difluoro-4-(meth y lsulfon y l) P hen y l]-3-(trifluorometh y l)-1H- P yrazole, 
l ire - cho r o ph en y .5-3,5-difluoro-4.(me^ 
-<3-meth y l-44luorop^^ 

1- 3- me thyl-4-bromophenyl)-5-[3.5-difluoro-4-(m e thylsulfonyl)phenyl]-3-(tnfluoromethy - H-PV^; 
4 me hv -3-bromophenyl -5-[3,5-difluoro.4-(meth y lsulfon y l) P hen y i]-3-(trtfluorometh y l)-1H- Py ^zole, 

SmShv-3- Tr uoromethvlDhe^ 

1 3-cvano-4.methylphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(tnfluoromethy - H-pyrazole, 
4 cyano-3-me hy phenyl -5- 3 5-difluoro-4-(meth y lsuKon y l) P hen y l)-3-(trifluoromethyl)- H-pyrazole; 

-tmmylpyridin-6-yWi-difluoro^ 
-lmShiLol-2-y.-5-3 5-difluoro-4-(m 

llmethylpyS - 

1-(3- Py ridin y i)-5-[3,5-dmuoro-4-(meth y isulfon y i)phen y i]-3-(trifluorometh y i)-1H-pyrazole^ 

-tmethylp y ridin-3- y i)-5-[3.5-difluoro-4-(methy.su.fonyl)phenyl]-3-(tffl 
1-Lmelnyl P yridin-3-^ 

1 .cyclohexyl-5-[3,5-difluoro-4-(methylsulfonyl) P henyl]-3-(trifluoromethyl)-1 H-pyrazole; 
1-cyclo P entyl-5-[3,5-difluoro-4-(methylsulfonyl) P henyl]-3-(trifluoromethyl)-1H- P yrazole; 
1-phenyl-5-[3.5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole;.. 
. P 3-ch y oropheny.)-5-[3,5-difluoro-4-(rnethylsu.fonyl)ph e ny. ] -3-(difluoromethy^ - H-pyrazote 

- .(4<hloropheny.Ui,5-difl U oro-4-(meth^ 

-3^romophen y )-5-l3,5-difluoro-4-(meth y lsulfon y l)phen y i]-3-(difluorometh y l)-1 H-pyrazole, 

. 4-b omopheny. -5- 3 5-difluoro-4-(meth y lsulfonyl)phenyl]-3-(dif.uoromethyl)-1 H- P yrazo.e;> - 

1- 3-f. U oro p P eny.)-5-[3,5-dif.uoro-4-(m e thylsulfonyl) P heny.]-3-(dif.uorornethy^ - H-pyrazole; 

1-4-fl U oro P henyl)-5-[3,5:difluoro-4-(methyl S ulfonyl) P henyl]-3-(difluoromethyl^ 
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1-(3-cyanophenyl)-5-[3,5-difluo^ 
1-(4-cyanophenyl)-5-[3,5-difl^ 

1-(34rifluoromethylphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(d 

1-(4-trifluoromethylphenyl)-543.5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom . 
5 i-(34rifluoromethoxyphenyl)-5-[3,5-dm 

1-(4-trifluoromethoxyphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3^ 

1-(3,4-dichlorophenyl)-M3,5-difluo^ 

1-(34-dibromophenyl)-5-[3,5-difluo^^ 

1-(3 : 4-difluorophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorome 
10 i-(3^5-dichlorophenyl)-543,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorometh 
1 -(S^-dibromophenylJ-S-fS.S^ifl^ 
1-(3 } 5-difluorophenyl)-5-[3,5<iifluo^ 

1 -(3 : 4-dimethylphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 

1 -(3 : 5-dimethylphenyl)-5-[3>drf^^ 
75 i-(3-methy1-4-chlorophenyl^ 

1-(4-methyl-3<:hlorophenyl)-5-[3>d 
/l-(3-methyl-4-fluorophenyl)-5-[3,5^^ 

1-(4nriethyl-3-fluorophenyl)^^ 

1-(3-methyl-4-bromophenyl)-5-[3^ 
20 i-(4-methyl-3-bromophenyl)^ 

1-(3-methyl-4-trifluoromethylph^^ 

1-(4-methyl-3-trifluoromethylphenyl)-5-[3 ) 5-difluoro-4-(methylsulfo 
1-(3-methyl-4-trifluoromethoxypheny0 
1 -(4-methyl-3-trifluorome^ 
25 i-(3-cyano-4-methylphenyl)-543 : 5-difluoro-4-(methylsulfonyl)phenyl]-3-(d^ 

1-(4-cyano-3-methylphenyl)-5-[3,5-d'^ 
1-(3^h!oro-4-methoxyphenyl)-5-[3,5-dm 

1-(4-chloro-3-methoxyphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(d . 
1-(2-methylpyridin-6-yl)-543 : 5-difluoro-4-(methylsulfonyl)phenyl]-3-(dm 
30 i-(2-methylthjazol-4-yl)-543,5-difluoro-4-(methylsulfonyl)phenyl]-3-(dm 
1-(4-methylthiazol-2-yl)-5-^ 

1-(2-methylpyridin-3-y!)-5-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-3-(dm 

1-(2-methylpyridin-3-yl)-5-[3 ; 5-difl^ . 
1 -(3-pyridinyl)-5-[3,5-difluoro^ 
35 1 -(5-methylpyridin-3-yl)-5-[3,5<Jm^ 

1-(2-methylpyridin-3-yl)-5-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]t3-(difluorom 
1-cyclohexyl-5-[3,5-difluoro-4-(methylsuifonyl)phenyl]-3-(difluoromethylV 
1-cyclopentyl-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-IH-pyr^^ 
2,6-difluoro-4-[1-phenyl-3-(difluoromethyl)-IH-pyrazol-5-yl]benezenesulfonamide; 

40 2,6-difluoro-4-[1-(3-chlorophenyl^ 

2 } 6-difluoro-4-[1-(4-chlorophenyl)-3-(dmuoromethyl)-1H-pyrazol-5-yl]benezenesulfon 

2,6<iifluoro-4-[1-(3-bromophenyl)^ 

2 ) 6-difluoro-441-(4-bromophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam 
2,6-difluoro-4-[1-(3-fluorophenyl)-3-(difl^ 
45 2,6-difluoro-4-[1-(44luorophenyl)-3-^ 

2,6-difluoro-4-[1-(3-methylphenyl)-3-(difluoromethyl)>1H-pyrazol-5-yl]benezenesulfon 

2 ! 6-dif1uoro-4-[1-(4-methylphenyl)-3-(dm 

2,6-difluoro-4-[1 -(3-cyanophenyl)-3-(dif luoromethyl)-1 H-pyrazol-5-y1]benezenesulfonamide; 
2 J 6-difluoro-4-[1-(4-cyanophenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl]benezenesulfonamide; 

so 2 : 6-difluoro-4-[1-(3-trifluorome^ 

2 ! 6-difluoro-4-[1-(44rifluoromethylphenyl)-3-(difiuoromethyl)-1H-pyrazol-5-yl]benezenesu 

2 : 6-difiuoro-4-[1-(34rifluoromethoxyphenyl)-3-(difluoromethyl)-^ H-pyrazol-5-yl]benezenesulfonamide; 
2 : 6-dif luoro-4-[1 -(4-trif!uoromethoxyphenyl)-3-(dif luoromethyl)-1 H-pyrazol-5-yl]benezenesulfonamide; 
2 } 6-difluoro-4-[1-(3,4-dichlorophenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl]benezenesulfonamide; 
55 2,6-difluoro-4-[1-(3 ! 4-dibromophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfon 

2 ! 6-difluoro-4-[1-(3,4-difluorophenyl)-3-(difluoromethy!)-1H-pyrazol-5-yl]benezenesulfonam 
2,6-difluoro-4^1-(3,5-dichlorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl)benezenesulfona^ 
2,6-difluoro-4-[1-(3,5-dibromophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezen^^ 
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2 6 -difluoro-4-[1-(3,5-difluorophenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl]benezenesulf onam.de; 
2 6-difluoro-4-[1-(3,4-dirnethylphenyl)-3-(difluoromGthyl)-1H-pyra2ol-5-yl]benezenesulfonam.de; 
2 '6-difluoro-4-[1-(3.5-dimethylphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; , 
2 6-difluoro-441-(3-'methyl-4-chlorophenyl)-3-(difluoromethyl)-1H-p y razol-5-yl]benezenesulfonamide; 
2'6-difluoro-441-(4-rneth y i-3-chlorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 
2'6-difluoro-4-[1-(3-methyl-4-fluorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 
2 6-difluoro-4-[1-(4-methyl-3-fluorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 
2 6-difluoro-4-[1-(3-methyl-4-bromophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 
2 '6-difluoro-4-[1-(4-methyl-3-bromophenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yQbenezenesulfonam.de; 
2 ' 6-dif luoro-4-[1-(3-methyl-4-trifluo^^ 

2'6-difluoro-4-[1-(4-methyl-3-trifluoromethylphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam.de, 
2'6-difluoro-4-[1-(3-methyl-4.trifluoromethoxyphenyl)-3-(difluoromethyl)-1H-pyrazol-5- y l]benezenesulfonam,de; 
2'6-difluoro-4-[1-(4-methyl-3-trifluoromethoxyphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 
2 6-difluoro-4-[1-(3-cyano-4-methylphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2'6-difluoro-4-[1-(4-cyano-3-methylphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yllbenezenesulfonam.de; 
2'6-difluoro-4-[1-(3-chloro-4-methoxyphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yllbenezenesulfonamide; 
2 6-difluoro-4-[1-(4-chloro-3-methoxyphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesutfonam.de; 
2'6-difluoro-4-[1-(2-methylpyridin-6-yl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2 6-difluoro-4-[1-(2-methylthiazol-4-yl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 
so 2 6-difluoro-4-[1-(4-methylthiazol-2-yl)-3-(diflupromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 

2'6-difluoro-4-[1-(2-methyipyridin-3-yl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam.de ; 
2 , 6-difluoro-4-[1-(2-methylpyridin-3-yl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2 6-difluoro-4-[1 -(3-pyridinyl)-3-(difluorornethyl)-1 H-pyrazol-5-yl]benezenesulf onam.de: 
2 6-difluoro-4-[1-(5-methylpyridin-3-yl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam.de; 
25 2 6-difiuoro-4-[1-(2-methylpyridin-3-yl)-3-(difluoromethyl)-1H-p y razol-5-yl]ben e zenesulfonam.de; 

2 6-difluoro-4-[1-cyclohexyl-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 
2,6-difluoro-4-[1-cyclopentyl-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulf onam.de; 
2 6-difluoro-4-[1 -phenyl-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 
2 6-difluoro-4-[1 -(3-chlorophenyl)-3-(trif luoro)-1 H-pyrazol-5-yl]benezenesulf onam.de; 
30 2 6-difluoro-4-[1-(4-chlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 

2 6-difluoro-4-[1 -(3-bromophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulf onam.de; 
2 6-dif luoro-4-[1 -(4-bromophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulf onam.de; 
2 6-difluoro-4-[1-(3-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulf onam.de; 
2 6-dif iuoro-4-[1-(4-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
35 2 '6-difluoro-4-[1-(3-methylphenyl)-3-(trrfluoro)-1H-pyrazol-5-yllbenezenesulfonamide; 

2'6-difluoro-4-[1-(4-methylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 

2 6-dif luoro-4-[1 -(3-cyanophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulf onam.de; 

26-difiuoro^4-t1-(4-cyanophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 

2 6-dif | l ]oro-4-[1-(3-trifluoromethylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulf onam.de: 
40 2 6-difluoro-4-[1 -(4-trifluoromethylphenyl)-3-(trifluoro)-1 H-pyrazol-5-yllbenezenesuIfonam.de, 

2'6-difluoro-4-[1 -(3-trifluoromethoxyphenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonam.de; 

2 6-difluoro-4-[1-(4-trifluoromethoxyphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 

2'6-difluoro-4-[1-(3,4-dichlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

2 '6-difluoro-4-[1-(3,4-dibromophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulf onam.de; 
45 2 '6-difluoro-4-[1-(3,4-difluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
- 2'6-difluoro-4-[1-(3.5-dichlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl)benezenesulfonam.de; 

2'6-difluoro-4-[1 -(3,5-dibromophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 
2'6-difluoro-4-[1-(3 ) 5-difluorophenyl)-3-(trifluoro)-1H-pyrazoi-5-yl]benezenesulfonam.de; 

2 6-difluoro-4-[1 -(3,4-dimethylphenyl)-3-(trif luoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 
so 2 6-difluoro-4-[1-(3,5-dimethylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 

2 6-difluoro-4-[1-(3-methyl-4-chlorophenyl)-3 -(trifluoro)-1H-pyrazol-5-yl]benezenes U lfonam.de; 

2'6-difluoro-4-[1-(4-methyl-3-chlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 

2'6-difluoro-4-[1-(3-methyl-4-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 

2'6-difluoro-4-[1-(4-methyl-3-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
55 2 6-difluoro-4-[1 -(3-methyl-4-bromophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

26-difluoro-4-[1 -(4-methyl-3-bromophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonam.de; 

2'6-diflHoro-4-[1-(3-methyl-4:trifluoromethylphenyl)-3-(trifluoro)-TH-pyrazol-5-yl]benezenesulfonam.de; 

2 6-dif luoro-4-[1 -(4-methyl-3-trifluoromethylphenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonam.de; 
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2,6-difluoro-4-[1-(3-methyl-44rifluoro^ 

2!6-difluoro-4-[1-(4-methyl-3-trifluoromethoxyphenyl)-3-(trifluoro)-1H-pyraz 
2!6<Jifluoro-4-[1-(3<;yano-4-me^ 

2,6-difluoro-441-(4-cyano-3-methylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]b 

2]6-difluoro-4-[1-(3-chloro-4-meto^ 

2!6-difluoro-4-[1 -(4-chloro-3-^ 

2!6-difluoro-4-[1-(2-methylpyridin-6-yl)-3-(trifluoro)-1H-pyrazol-5-yl]bene^ 

2.6-difluoro-4-[1 -(2-methylt^^ 

2^Hjifluoro-4-[1-(4-methylth^ 

2'6-difluoro-4-[1-(2-methylpyridi^^ 

2!6-difluoro-4-[1 -(2-methylpy^ 

2!6-difluoro-4-[1-(3-pyridinyl)-3-(trifluoro)-IH-pyrazol-5-y!]benezenesulfonamide; 

2 : 6-difiuoro-4-[1-(5-methylpyridin-3-y^ 

2^6-difluoro-4-[1-(2-methylpyridin-3^^^ 

2 : 6-difluoro-4-[1-cyclohexyl-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 
2 : 6-difluoro-4-t1-cyclopentyl-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 
2 : 6-difluoro-4-[1 -phenyl-3-(trifluoro)-1 H-pyrazol-5-y1]benezenesulfonamide; 
2 : 6-difluoro-4-[1-(3-chlorophenyl)-3-(trifluoro)-1H-pyrazo!-5-yl]benezenesulfonami 

2.6-diriuoro-4-[1-(4-chlorophenyO 
2 : 6-difluoro-4-[1-(3-bromophenyi)-3-(^ 

2 : 6-difluoro-4-[1-(4-bromophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam 

2 : 6-difluoro-441-(3-fluorophenyl)-3^trifluoro)-1H-pyrazoi-5-yl]benezenesulfonami 

2,6-difluoro-4-[1-(4-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

2,,6'6\moro-4-['\ -(3-methylphenyI)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

2 l 6-difluoro-4-[1-(4-methylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide 

2 : 6-difluoro-4-[1 -,(3-cyanophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

2 : 6-difluoro-4-[1-(4-cyanophenyl)-3-(^^ 

2,6-difluoro-4-[1-(34rifluorom^^ 

2!6-difluoro-4-[1-(44rifluoromethyl^^ 

2,6-dif iuoro-4-[1 -(3-trif Juorom 

2 ; 6<iifluoro-4-[1-(4-trifluorom 

2,6-diflubro-4-[1-(3 5 4-dichlorophe^ 

2,6<Jifluoro-4-[1-(3,4-dibromophe^ 

2'6-difluoro-4-[1-(3^-difluoropte^ 

2,6-dif luoro-4-[1 -(3,5-dichlorc^ 

2,6-difluoro-4-[1-(3,5-dibrbmophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam 

2!6-difluoro-4-[1-(3,5-difluorophenyl)-3-(trifluoro)-1H-pyrazoi-5-yl]benezen 

2^6-dif luoro-4-[1 -(S^dimethylphenyO-S-ftrifluoro)-! H-pyrazol-5-yl]benezenesulfonamide; 

2 ! 6<Jifluoro-4-[1-(3,5-dimethylphenyl)^ 

2^6-difluoro-4-[1-(3-methyl-4<:^ 

2!6-difluoro-4-[1 -(4-methyl-3-chlorophenyl)-3-(trif luoro)- 1 H-pyrazol-5-yl]benezenesulfonamide; 
2'6-difluoro-4-[1-(3-methyl-44luoro^ 

2 5 6-difluoro-4-[1-(4-methyl-34luorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]ben 

2,6-difluoro-4-[1-(3-methyl-4-bromophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezen 

2!6-difluoro-4-[1-(4-methyl-3-bromophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezen 

2i6-difluoro-4-[1-(3-methyl-4-trm^ 

2^6<imuoro-4-[1-(4-methyl-34rmu^^ 

2^6-dif luoro-4-[1 -(3-methyl-4-^ 

2,6<iifluoro-4-[1-(4-methyl-3-tri^ 

2^6<lifluoro-4-[1-(3<;yano-4-methylph^^ 

2 > 6-difluoro-4-[1-(4-cyano-3-methylp^ 

2 J 6-difluoro-4-[1-(3-chloro-4-methoxyphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesul^^ 
2,6-difluoro-4-[1-(4^hloro-3-methoxy 

2,6-difluoro-441-(2-methylpyridin-6-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfon 

2 s 6-difluoro-441-(2-methylthiazol-4-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam 

2,6<iifluoro -441-(4-methylthiazo^^ 

2,6-difluoro-4-[1-(2-methylpyridin-3-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenes 
2,6-difluoro-4-[1-(2-methylpyridi^ 
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2 6 -difluoro-4-[1-(3-pyridinyl)-3-(trifluoro)-1 H-pyrazol-5-yllbenezenesulfonam.de; 

2 6-difluoro-4-[1 -(5-methylpyridin-3-yl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesul onam,de; 
2 6-difluoro-4-[1-(2-methylpyridin-3-yl)-3-(trifluoro)-iH-pyrazol-5-yl]benezenesulfonam l de; 

2 6-difluoro-4-[1-cyclohexyl-3 -(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 
2 6-dif luoro-4-[1 -cyclopentyl-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 
5-phenyl-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-IH-pyrazole; 

lS-clro-5-met^ 
l-loSoro^ 

5- 3^hlorophenyl)-1 -[3.6-dif luoro-4-(methylsulfonyl)phenyl]-3-(trif luoromethyl)-1 H-pyrazo e; 
5- 4-chlorophenyl)-1 -[3.6-dif!uoro-4-(methylsul1onyl)phenyl]-3-(trif luoromethyl)-1 H-pyrazo e; 
5-3-bromophenyl)-1-[3,6-difluoro-4-(rnethylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazoe; 
S-^bromophenyO-l-tS.e-difluoro-A-CmethylsulfonyDphenyll-S-arifluoromethyD-IH-pyrazole; 

5- 3 6-difluorophenyl)-1 -[3,6-difluoro-4-(methylsulf onyl)phenyl]-3-(trif luoromethyl)-1 H-pyrazole; 
5-4-fluorophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; 
5- 4-methylphenyl)-1-[3,6-difluoro-4-(rnethylsulfonyl)phenyl]-3-(trifluorornethyl)-1 H-pyrazo e; 
5-3-methylphenyl)-1-[3,6-di1luoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; 

LtoloIlmethy.pheny.)-1-[3,6-d - 
5- 3 4-dichlorophenyl)-1 -[3.6-difluoro-4-(methylsulfonyl)phenyl]-3-(trif luoromethyl)-1 H-pyrazole; 
5-34-dibromophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; 
5- 3 4-difluorophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 

5- 35 -dichlorophenyl)-H3,6-difluoro-4-^ 

5-35-dibromophenyl)-1-[3 l 6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorometh y l)-1H-pyrazole; 
5-36-difluorophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyr^ole; 

5-3-ch.oro-4-fLrophenyl)-1-[3,6-dif^^^ 
I 3-ehloro-4-methyWnyl)-H^^ 

t3-bromo-4-methylphenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trrfluoromethyl)-1H^ 

5-3;4-dim 6 thylphenyl)-H3,6-difluoro-4-(methyls^ 
5 4 trifluoromethoxyphen y l)-1-[3,6^^ 

I 4 me ^^hv -3-trifluoromethoxyphenyl)-1 -[3.6-difl U oro-4-(methylsulf onyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole, 

5-(3-cvano-4-methylphenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1^ 
LlSano-tmethy l phenyl!-1-[3,6- 

5-(3-c y anophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazoe; 
5- 4-cyanophenyl)-1-[3,6-difluoro-4-(methylsulfon y i)phenyl]-3-(trifluoromethyl)-1 H-pyrazo e; 
5 tchforo 4.methoxyphenyl)-1 - [3 ,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole, 

5- 2-meth^lpyridin-6-yl)-1-[3.6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazo e, 
5- 2-methyUh.azol-4-yl -1- 3.6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H- P yrazo e: 
5- 4-methylthiazol-2-yl)-1 -[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 
5 . 2 -methylpyridin-3-yl)-1-[3.6-difluoro-4-^ 

5-2-methylpyridin-3-yl)-V[3.6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; 
5-(3-pyridinyl)-1-t3.6-difluoro-4-(methylsulfonyl)phenyl)-3-(trifluoromethyl)-lH-pyrazole, 

5- 5-meth y ipyridin-3-yl)-1-[3.^ 

5-(2-meth y lpyridm-3-yl)-1-[3.6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-lH-^^^^ 
3-cyclohexyl-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole, 
3-cyclopentyl-1-[3,6-difluoro-4-(methyls U lfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; 

5-phenyl-1-[3 6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

5-r3-chlorophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 

5-(4-chlorophenyl)-1-[3.6-difluoro-4-(methyls U lfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 

5-(3:b7omophenyl)-T-[3,^^^ 

5 1 4rbr"o7^phenyl)-1 -[3,6-difluoro-4-(m e thylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

5- 3-fluorophenyl)-1 -[3.6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazo e; 

5- 4-f luorophenyl)-1 -[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole, 

5- 3-methylphenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

5-(4-methylphenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 

5- 3-cyanophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; _ _ 
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5-(4^yanophenyl)-1-[3,6-difluoro^ 

5-(3-trifluoromethylpheny^ 

5-(4-trifluoromethylphenyl)-^ 

5-(34rifluoromethoxyphenyl)-^^ 

5-(4-trifluoromethoxyphenyl)-1^ 

5-(3,4-dichlorophenyl)-1-[3,6-di^ 

5-(3!4-dibromophenyl)-1-[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorometh 

5-(3 5 4-difluorophenyl)-1-[3 s 6-difluoro-4-(methylsuifonyl)phenyl)-3-(diflu 

5-(3!5-dich!orophenyl)-1-[3,6-difluoro-4-(methyisulfonyl)phenyl]-3"(difluorometh 

S-^S-dibromophenyO-l^e-difluoro^m^ 

5-(3!5-difluorophenyl)-1-[3,6-difl^ 

5-(3!4-dimethylphenyl)-1-[3 s 6-difluo^ 

5-(3!5-dimethylphenyl)-1-[3 : 6-difluoro-4-(methylsulfonyl)phenyi]-3-(difluorom 

5-(3-methy!-4-chlorophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluo 

5-(4-methyl-3-chlorophenyl)-1-[3 J 6-difluoro-4-(methylsulfonyl)phenyl]-3-(difl^ 

5-(3<nethyl-4-fluorophenylH-^ 

5-(4-methyl-34luorophenylH 

5-(3-methyl-4-bromophenyl)-1-[3^^ 

5-(4-methyl-3-bromophenyl)-1-[3^ 

5-(3-methyl-4-trifluoromethylphenyl)-1-[3 : 6-difluoro-4-(methylsulfonyl)phen 

5-(4-methyl-3-trifluorome^ 

5-(3-methyl-4-trifluorome^^ 

5-(4-methyl-3-trifluorometho^ 

5-(3-cyano-4-methylpheny1)-1-[3 : 6-di^ 

5-(4-cyano-3-methylphenyl)-1-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-3-(dm 

5-(3HDhloro^-methoxyphenyl)-1-[3^^^ 

5-(4-chloro-3-methoxypheny0^ 

5-(2-methylpyridin-6-y!)-1^3 : 6-difluoro-4-(methylsulfonyl)phenyl]-3-(diflu 

5-(2-methylthiazoM-yl)-H3,6-diflu^^ 

5-(4-methy1thiazo1-2-yl)-1-[3^ 

5-(2-methylpyridin-3-yl)-143 : 6-difluoro-4-(methylsulfonyl)phenyl]-3-(difl^ 

5-(2-methylpyridin-3-y!)-H^ 1 H-pyrazole; 

5-(3-pyridinyl)-1-[3,6-diflubro^^ 

5-(5-methylpyridin-3-yl)-1-[3 : 6-dffl 

5-(2-methylpyridin-3-yi)-1-[3 : 6^^ 

5-cyclohexyl-H3,6-difluoro-4-(m^ . ... 

5-cyclopentyl-1-[3,6-difluoro^^ 

1 -phenyl-5-[3,6-difluoro-4-(me^ 

1-(3-chlorophenyl)-5-[3,6-difluo^ 

1-(4-chlorophenyl)-5-[3,6-difluo^ 

1-(3-bromophenyl)-5-[3,6-d'^ 

1-(4-bromophenyl)-5-[3 J 6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromet^^ 

1-(3-fluorophenyl)-5-[3,6-difluoro 

1-(4-fluorophenyl)-5-[3,6-difluoro-4-^^ 

1-(3-methylphenyl)-5-t3 s 6-ditluoro-4-(methylsulfonyl)phenyl] -3-(trifluoromethyl)-1 H-pyrazole; 

1-(4-methylphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorom 

1-(3-cyanophenyl)-5-[3,6-difluoro-4-(me^ 

1-(4-cyanophenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenylh3-(trifluoromethy 
1-(3-trffluoromethylphenyI)-5-^ 

1.(4-trlfluoromethylphenyl)-5-[3 ( 6-difluoro-4-(methylsulfonyl)phenyl]-3-(trm 

1-(3-trffluoromethoxyphenyl)-5-[3,6-dif^^ 1 H-pyrazole; 

1-(4-trifluoromethoxyphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phen 

1-(3,4-dichiorophenyl)-5-[3,6-difluo^ 

1-(3!4-dibromophenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trm 
1-(3Adifluorophenyl)-5-[3,6-difluoro-4^^ 

1-(3,5-dichlorophenyl)-5-[3,6-difluoro^-(methylsulfonyl)phenyl]-3-(trm 
1-(3 J 5-dibromophenyl)-5-[3 > 6-difluoro-4-(methy!sulfonyl)phenyi]-3-(trif^ 
"Y-(3,5~-difluorophenyl)-5-[3^ 
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1.(3 4-dimethylphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethy - 

- SSS^Sloniieril .5-[3.6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethy - IH-pyrazole. 

- IS ichlorophenylU- 3;6-difluoro-4-(methylsu ff ^ 

- lmS-3-fluorophenyl -5- 3,6-difluoro-4-(methylsulfon y ,)phenyl]-3-^ 
-tmeZl-4-bw 

- thy -tbromopheny - 5 : 3 6-difluoro-4-(methylsu tf on 
-tmeZl-4-trifluorlethylphenyl)-5-[3,6-difluoro-4-(methylsulfonyl) P 

4meM-3-trifluor 0 methy^ 

4 cvano-3-methylphenyl -5 - [3.6-difluoro-4-(methyls U lfonyl)phenyl] -3-(trifluoromethyl)-1 H-pyrazo e; 
ISoro-4^^ 

. 2-methyl P yridin-6-yi%-[3,6-di f luoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethy " H-pyrazole, 
.(Z^emyX^ H-pyrazole, 

1-4-methylthiazol-2-yl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorom e thyl)-1^ 
■- tmethylpyridin-3 -y )-5-[3.6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethy -1 H-pyrazole, 

lim e !hylpyridin-3-ylUl3.6-difluoro-4-(methylsulfonyl) 

1 - ( 3- P yridinyl)-5-t3,6-difluoro-4-(methylsulfonyl)phenyl]-3 -<trifluoromethyl)-1 H-pyrazole; 

1 .(S-methylpyridin-S-yO-S-p.e-difluoro^-tmethylsulfon^phenylJ-S-arifluoromethy - H-pyrazole; 

1 .lmethylpyridin-3- y l)-5-[3.6-dif.uoro-4-(methylsulfony0 

1-cvclohexyl-5-[3,6-difluoro-4-(methylsulfon y i)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 
1-c y clopentyl-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-lH-pyrazole; 
1-phenyl-5-r3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 
1-(3-chloro P henyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H- P yrazole; 
1 -4-chlorophenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 
1 . 3 -bromo P henyl)-5-[3,6-difluoro-4-(methylsulfonyl) P henyl]-3-(difluorom e thyl)-1 H-pyrazole; 
1-(4-bromo P henyl)-5-[3.6-dmuoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 
1- 3-fluorophenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazo e; 

1-(4-fluorophenyl)-5-[3,6-difluoro-4-(methylsulfonyl) P ^ 

1- 3 -methyl P henyl)-5-[3.6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethy - H-pyrazole, 

1-4-methyi P henyl)-5-[3,6-difluoro-4-(methylsulfonyl) P henyl]-3-(difluoromethy)-1^ 

1-3-cyanophenyl)-5-[3.6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-IH-pyrazole; 

1-4-cyano P henyl)-5-[3,6-difl^ 
1-3-tLoromethy.phenyl)-5-[3,6-diflu^ 

1-4-trifluoromethylphenyl)-5-[3.6-difluoro-4-(methylsulfonyl)phenyl]-3-(d,fluoromethyl)-1^ 

-sTS.orophenyW^ 

1-34-dibromo P henyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl)-3-(difluoromethy1)-1H- P yrazo.e; 

1-34-difluorophenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-lH-pyrazole; 

1-3;5-d,ch.oropheny.)-5-[3,6-difl U oro-4-(methylsulfonyl)phenyl]-3-(dtfluoromethyl)-1^ 

1-35-dibromophenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-lH-pyrazo^ 

1-35-dmuorophenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluo r omethyl)-1H-pyrazole; 

1-(34-dimethylphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethy^ I- H-pyrazole; 

1.(3 5-dimethylphenyl)-5-[3,6-difluoro-4-(methyisulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 

1-3:methy.-4^.orophenyl)-5- [ 3,6-dmuoro-4-(methylsu.fony.)pheny.]^ 
1-4-methyl-3-chlorophenyl)-5-[3,6-difluoro-4-(methylsulfonyl) P henyl]-3-(drfluoromethyl)-1H^ 

• - iLthy.-4-f.uorophe^ 

- lmethy.-3-f.uoro^enyl -5-[3,6^^ 

-tLth y ,-4-bromophenyl)-5-[3,6-difluoro-4-(methylsutfonyl)phenyl)-3-(dif.uorom 

- lLthy.-3-bromo^eny.^ 

-tmethy.-4-tnf.uorLethylphenyl)-5-[3,6-difluoro-4-(me^ 

- IS -t rif.uoromethy,phenyl)-5-[3,6-diflu 

- tretS -1 rif.uorome.hoxy P henyl)-5-[3,6-dif,uoro-4-(methylsulfonyl^ 
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1 -(4-methyl-3-trifluorometho^ 
1-(3-cyano-4-methylphenyl)-5-^ 

1-(4<^ano-3-methylphenyl)-5-[3 l 6-difluoro-4-(methylsulfonyl)phenyl]-3-(difl^ 

1-(3^hloro^-methoxyphenyl)-5-[3,6-dif^ 

1-(4-chloro-3-methoxyphenyl)-5-[3,6^ 

1-(2-methylpyridin-6-yl)-5-[3 : 6^ 

1-(2-methylthiazoW-yi)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(dm 
1-(4-methylthiazol-2-yl)-5-[3,6-difl^^ 

1-(2-methylpyridin-3-yl)-5-[3 : 6-difluoro-4-(methylsulfonyl)phenyl)-3-(difluorom 

1-(2-methylpyridin-3-yl)-5-[3^^ 

1-(3-pyridinyl)-5-[3 : 6-difluoro-4^ 

1 -(5-methyipyridin-3-yl)-5-[3 : 6-difluo^ H-pyrazole; 
1-(2-methylpyridin-3-yl)-5-[3 : 6-difluoro^ 

1-cyclohexyl-543 : 6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-p 
l-cyclopentyl-5-l3 s 6-difluoro^-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H 
2 J 5-difluoro-4-[1-phenyl-3-(difluoromethyl)-lH-pyrazol-5-yl]benezenesulfonamide; 
2^5-difluoro-4-[1-(3<:hlorophenyl^ 

2,5-difluoro-4-|i-(4-chlorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfon 

2 J 5-difluoro-4-[l-(3-bromophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesu1fonamide; 

2,5-difluoio-4-|1-(4-bromophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam 

2,5-difluoro-4-[i-(3-fluorophenyl)-3-(difluoromethy[)-1H-pyrazol-5-yl]benezenesulfonam 

2,5^ifluoro-4-[1-(4-fluorophenyl)-3-(dm^ 

2,5-dif luoro-4-[1 (3-methylphenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl]benezenesulfonamide; . 
2,5-dif luoro-4-l1-(4-methylphcnyl)-3-(difluoro^ 

2,5-difluoro-4-[1-(3-cyanophenyl)^3-(difluoromethy!)-1 H-pyrazol-5-yl]benezenesulfonamide; 

2 J 5-difluoro-4-[1-(4-cyanophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 

2,5-difluoro-4-[1-(3-trifluoromethylphenyl)-3-(difluoromethyl)-1H-pyrazot-5-yl]be 

2,5-difluoro-441-(44rifiuoromethy!phenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezen 

2,5-difluoro-4-[1-(34rifluoromethoxyphenyl)-3-(difluoromethyl)-1H-pyrazol-5-y^ 

2,5-dif luoro-4-[1 -(4-trifluorom 

2 f 5-difluoro-4-[1-(3,4-dichlorophenyl^^ 

2,5-difluoro-4-[1-(3,4-dibromophenyl)^ 

2 J 5-difluoro-4-f1-(3 J 4-difluorophenyl)-3-(difluoromethyl)OH-pyrazol-5-yl]bene 
2,5 : dmuoro-4-t1-(3 ) 5-dichlorophenyl)-3-(dmuoromethyl)-1H-pyrazol-5-yl]benezenesulfo 

2,5-difluoro-4-[1-(3,5-dibromophenyl)-3-(dffl^ 

2 ! 5-difluoro-4-[1-(3 : 5-difluorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezen 
2,5 -difluoro-4-[1-(3 t 4-dimethylphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benez 
2,5-dif luoro-4-[1-(3,5-dimethylphenyl)-3-^^ 

2,5-difluoro-441-(3-methyl-4^hlorophenyl)-3-(difluoromethyI)-1H-pyrazol-5 
2!5-difluoro-4-[1-(4-methyl-3-chlorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]ben 
2i5-difluoro-4-[1-(3-methyl-4-fluorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-^ 
2!5-difluoro-4-[1-(4-methyl-3-fluoro^ 

2,5-difluoro-4-[1-(3-methyl-4-bromop^ ■'■ 

2',5-difluoro-4-[1-(4-methyl-3-brom — 

2i5<lifluoro-4-[1-(3-methyl-4-trm^ 

2,5-difluoro-4-[1-(4-methyl-3-trif1uo^ 

2,5-difluoro-4-[1-(3-methyl-4-trifluoro^ 

2!5-difluoro-4-[1-(4-methyl-3-trm^^ 

2,5-difluoro-4-[1-(3-cyano-4HT>ethy!^ 

2,5-difluoro-4-[1-(4-cyano-3-methylphe^ 

2|5<lifluoro-4-[1-(3<5hloro-4-metho^^ 

2!5-difluoro-4-[1-(4-chloro-3-methoxyphenyl)-3-(difluoromethyl)-1H-pyrazol-5-y 
2,5-dif luoro-4-[1-(2-methylpyridin-6-yl)-3-^^ 

2 l 5-difluoro-4-t1-(2-methylthiazol-4-yl)-3-(difluoromethyl)-1H-pyrazol-5-yl]be^ 

2,5-difiuoro-4-[1-(4-methylthiazo!-2^ 

2,5-difluoro-4-[1-(2-methylpyridin-3^ 

2,5-difluoro-4-[1-(2-methylpyridm^ 

2,5-difluoro-4-[1-(3-pyridinyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 
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2 5-dif luoro-4-H -(5-methylpyridin-3-yl)-3-(dif.uoromethyl)-1 H-pyrazol-5-y benezenesg onam de 
2tdifluoro-4-[1-(2-methylpyridin-3-yl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenes U 
2 5-difluoro-4-[1-cyclohexyl-3-(difluoromethyl)-1H-pyrazol-5-yl)benezenesulf onam.de; 
2 5-difluoro-4-[1-cyclopenlyl-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam.de; 

2 5-difluoro-4-[1 -phenyl-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonam.de; 
2 5-difluoro-4-[1-(3-chlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 
2 , 5-difl U oro-4-[1-(4^chlorophenyl)-3-(trifluoro)-1 H-pyrazol-5-ylJbenezenesulonam.de; 
2 , 5-difluoro^4-[1-(3-bromophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2 5-difluoro-4-[1-(4-bromophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de ; 
2 5-difluoro-4-[1-(3-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 
2 5-difluoro-4-[1-(4-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 
2 5-difluoro-4-[1-(3-methylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2'5-difluoro-4-[1-(4-methylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 
2'5-difluoro-4-[1-(3-cyanophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2 5-dif luoro-4-l1-(4-cyanophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonam,de ; 

2 5-dmuoro-4-1-3-tL 

2 '5-dmuoro-4-1-(4-trmuoromethylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezen e sulfon^ 
2 5-difluoro-4-1- 3-trifluoromethoxy P henyl)-3-(trifluoro)-1 H-pyrazol-5-ylJbenezenesu onam.de, 
2 5-difluoro-4-1-(4-lririuorome l hoxy P henyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2 5-dif luoro-4-[1 -(3,4-dichlorophenyl)-3-(trif luoro)-1 H-pyrazol-5-yl]benezenesu fonam.de; 
2 5-dif luoro-4-[1 -(3.4-dibromophenyl)-3-(trifluoro)-1 H-pyrazol-5-yllbenezenesu fonam.de; 

2 5-dif luoro-4-[1 -(3 ,4-difluorophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonam,de; 
2 5-difluoro-4-[1-(3,5-dichlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesutfonam,de; 
2 5-difluoro-4-[1-(3,5-dibromophcnyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam,de; 
2 5-difluoro-4-[1-(3,5-difluorophenyl)-3-(trifluoro)-1H-pyraz 0 l-5-yl]benezenesulfonam,de ; 
2 '5-difluoro-4-t1-(3,4-dimethylphenyl)-3-(trifluoro)-1 H-pyrazol-5-yllbenezenesufonam.de; 
2 5-difluoro-4-[1-(3,5-dimethylphenyl)-3-(trifluoro)-1H-pyrazol-5-yllbenezenesulfonam.de; 

2 5-difluoro-4-[1 -(3-methyl-4-chlorophenyl)-3-(trifluoro)-1 H-pyrazol-5-yllbenezenesulfonam.de; 
2 5-difluoro-4-[1-(4-methyl-3-chlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesufonam.de; 
2 5-difluoro-4-[1-(3-methyl-4-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesu fonam.de; 
2 5-difluoro-4-[1-(4-methyl-3-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yllbenezenesulfonam,de, 

2 5-dif luoro-4- 1 - 3-methyl-4-bromophenyl)-3-(trifluoro)-1 H- P yrazol-5-yl]benezenesu If onam.de, 
2 5-dif luoro-4-1(4-methyl-3-bromophenyl)-3-(trifluoro)-1 H-pyrazol-5-yllbenezenesulfonam.de, 

2S6 o^ 

2 tdi luoro-4- 1- 4-methyl-3-trifluoromethylphenyl)-3-(tffl 

25-di luo o-4- 1- 3-methyl-4-trifluoromethoxyphenyl)-3-(thf.uoro)-1H-pyrazol-5-y benezenesu^ 
2ldfluoro-4-1-4-meth y l-3-trif.uoromethoxy P henyl)-3-(frif.uoro)-1H- P yrazol-5-yllb 
2 5-dif luoro-4- 1-3-cyano-4-methylphenyl)-3-(trifluoro)-1H- P yrazol-5-yl]bene2enesutfonamide 
25-difluoro-4-1-4-cyano-3-methyl P henyl)-3-(trifluoro)-1H- P yrazol-5-yl]benezenesu«^ 

25-difluoro-4- 1- 3-chloro-4-methoxy P henyl)-3-(trifluoro)-1H- P yrazol-5-y^ ^"^""I^Si 
2 5-dif luoro-4- 1 -4-chloro-3-methoxy P henyl)-3-(trifluoro)-1 H-pyrazol-5-yllbenezenesulfonam.de, 

2 5-difluoro-4-[1 -(2-methylpyridin-6-yl)-3-(trifluoro)- 1 H-pyrazol-5-yl]benezenesulfonam,de; 
2 5-dif luoro-4-[1 -(2-methylthiazol-4-yl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesul onam.de; 

2 5-difluoro-4-[1 -(4-methylthiazol-2-yl)-3-(trifluoro)- 1 H-pyrazol-5-yl]benezenesu fonam,de ; 
2 5-difluoro-4-[1 -(2-methylpyhdin-3-yl)-3-(trifluoro)-l H-pyrazol-5-yllbenezenesu l onam,de; 
2 5-difluoro-4-[1-(2-methylpyridin-3-yl)-3-(tnfluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
• 2 5-difluoro-4-[1-(3-pyridinyl)-3-(trifluoro):1H-pyrazol-5-yl]benezenesulfonam.de; 

2 5-difluoro-4-[1-(5-methylpyridin-3-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam,de; 
2 5-difluoro-4-t1-(2-m e thyl P yridin-3-yl)-3-(trifluoro)-1H- P yrazol-5-yl]benezenesulfonam.de; 
so 2'5-difluoro-4-[1-cyclohexyl-3-(trifluoro)-1H- P yrazol-5-yl]benezenesulfonam.de; 

2'5-difluoro-4-[1-cyclo P entyl-3-(trifluoro)-1H- P yrazol-5-yl]benezenesulfonam.de; 



and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof . 
55 Thiophenes 



70057] in still another embodiment, the present method of treating cyc,ooxygenase-2 "^^^^^ 
administering to the subject a therapeutically-effective amount of one or more compounds selected from a subclass 
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of compounds of Formula I corresponding to Formula til: 




III 

wherein substituents X, n, R 7 , R 8 and R 9 have the same definitions and sub-definitions as substituents X, n, R 1 , 
R 3 and R 2 , respectively, set forth above for the compounds of Formula I, and the pharmaceuticaliy-acceptable salts, 
tautomers and prodrugs thereof. 

[0058] Within this subclass of compounds, a more preferred group of compounds consists of those compounds of 
Formula IMA: 
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wherein R 7 , R 8 and R 9 are as defined above, and the pharmaceutically-acceptable salts, tautomers and prodrugs 
thereof. 

[0059] Within this subclass of compounds, another preferred group of compounds, in addition to those embodiments 
previously described with respect to compounds of Formula I, consists of those compounds of Formula III wherein: 

R 7 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or three 

radicals selected from halo, cyano, C^-alkyl, C^-haloalkyl, C-^-alkoxy, and C^-haloalkoxy; and 

R 8 is a radical selected from hydrido, halogen, C^-alkyL C 1 . 3 -alkoxy, C 1 . 3 -alkyicarbonyl, C 1 . 3 -haloalky!, and C^- 

alkoxycarbonyl. 



45 [0060] Within this subclass of compounds, another preferred group of compounds, in addition to those embodiments 
previously described with respect to compounds of Formula I, consists of those compounds of Formula 111 wherein: 

R 7 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or three 
radicals selected from methyl, difluoromethyl, trifluoromethyl, trrfluoromethoxy, cyano, fluoro, chloro, bromo, and 
methoxy; and 

R 8 is a radical selected from hydrido, chloro, fluoro, bromo, iodo, cyano, methyl, methoxy, methylcarbonyl, trifluor- 
omethyl, difluoromethyl, and methoxycarbonyl. 



[0061] Preferred species within this subclass include, but are not limited to: 

3-phenyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 
3-(3-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 
3-(4-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 



21 



BNSDOCID: <EP 1251 126A2_I_> 



10 



15 



20 



25 



30 



35 



40 



45 



SO 



55 



EP 1 251 126 A2 

3-(3-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(4-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(3-fluorophenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(4.f|uorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(3-methylphenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(4-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(3-cyanophenyl)-4-[3 ; 5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(4-cyanophenyl)-4-[3.5-difluor6-4-(methylsulfonyl)phenyllthiophene; 

S-S-trifluoromemylphehyO-MS.S-difluoro^-CmethylsulfonyOphenyllthiophene; 

3Vtrifluoromethylphenyl)-4-[3,5-difl^ 

3-4-trifluoromethoxyphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl)th,ophene, 

3-34-dichlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl)thiophene; 

3-34-dibromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3 -(3 4-dmuorophenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]th l ophene; 

3-(35-dichlorophenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-35-dibromophenyl)-4-[3,5-difluoro-4-(methyls U lfonyl) P henyl]thiophene; 

3-35-difluorophenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-34-dimelhylphenyl)-4-I3 : 5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-35-dimethylph e nyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3- 3-methyl-4-chloroph e nyl)-4-[3 ; 5-difluoro-4-(methylsulfonyl)pheny thiophene; 

3-4-meth y lO-chloro P henyl)-4-[3,5-difluoro-4-(methylsulfonyl)pheny^h,ophene; 

3-3-methyl-4-fluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]th,ophene; 

3-4-mcthyl-3-fluoro P hcnyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-3-rr.eth y l-4-bromo P henyl)-4.[3,5-difluoro-4-(methylsulfonyl)phenyl]th,ophene; 

3-4-methyl-3-bromophenyl).4-[3,5-difluoro-4-(methylsutfonyl)phenyl]th,ophene; 

I I hy,44rif.uorl e thy. P he^ 
lUmethyl-S-trifluoromethylphen^^ 

3. 3.m e thyl-4.tnf.uoromethoxyphenyl)-4-[3,5-difluoro^-(m e thyls U lfonyl)pheny th.ophene. 

3 W>no-4-methylphenyl)-443,5<iif!uoro-4-(meW 
3Vcyano-3-methyl P henyl)-^3,5-difluoro-4-(methylsulfonyl)phenyl]th 

3- 3 -chloro-4-methoxyphenyl)-4-[3,5-difluoro-4-(methylsulfony pheny JJiophene 

3-4-chloro-3-methoxyphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenynthiophene, 

3-2-methylpyridin-6-yl)-4-[3 ; 5-difluoro-4-(m e thylsulfonyl)phenyl]thiophene; 

3-2-methylthiazol-4-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-4-methylthia2ol-2-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-2-methylpyridin-3-yl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-2-methylpyridin-3-yl)-4-[3 i 5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(3-pvridinyl)-4-[3,5-difluord-4-(methylsulfonyl)phenyl]thiophene: 

3-(5^ethylpyridi^^ 

3-(2-methylpyridin-3-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 
3-cyclohexyl-4-l3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 
• 3-cyclopentyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 
2 6-difluoro-4-[4-phenyl-3-thiophenyl]benezenesulfonamide; 
2'6-difluoro-4-[4-(3-chlorophenyl)-3-thiophenyl]benezenesulfonamide; 
2'6-difluoro-4-[4-(4-chlorophenyl)-3-thiophenyl]benezenesulfonamide; 
2'6-difluoro-4-[4-(3-bromophenyl)-3-thiophenyl]benezenesutfonamide; 
2 6-difluoro-4-[4-(4-bromophenyl)-3-thiophenyl]benezenesulfonamide; 
2 6-difluoro-4-[4-(3-fluorophenyl)-3-thiophenyl]benezenesulfonamide; 
2 6-difluoro-4-[4-(4-fluorophenyl)-3-thiophenyl]benezenesulfonamide; 
2'6-difluoro-4-[4-(3-methylphenyl)-3-thiophenyl]benezenesulfonam.de; 
2'6-difluoro-4-[4-(4-methylphenyl)-3-thiophenyl]benezenesulfonamide; 
2'6-difluoro-4-[4-(3-cyanophenyl)-3-thiophenyl]benezen e sulfonamide; 
2'6-difluoro-4-[4-(4-cyanoph e nyl)-3-thiophenyl]benezenesulfonamide; . 
2'6-difl U oro-4-[4-(3-trifluorom e thylphenyl)-3-thiophen y l)benezenGSUIfonam.de; 
2'6-difluoro-4-[4-(4-trifluoromethylphGnyl)-3-thiophenyl]benezenes U lfonamide, 
2'6-difluoro-4-[4-(3-trifluoromethoxyphenyl)-3-thiophenyl]benezenesulfonamide; 
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2 J 6-difluoro-4-[4-(44rifluoromethoxyphenyl)-3-thiophenyl]benezenesulfonamide; 

2 I 6-difluoro-4-[4-(3,4-dichlorophenyl)-34hiophenyl]benezenesulfonamide; 

2 : 6-dlfluoro-4-[4-(3 : 4-dibromophenyl)-3-thiopheny]]benezenesultonamide; 

2.6-difluoro-4-[4-(3,4-difluorophenyt)-3-thiophenyl]benezenesulfonamide; 
5 2 } 6-difluoro-4-[4-(3 3 5-djchlorophenyl)-3-thiophenyl]benezenesulfonamide; 

2 f 6-difluoro-4-[4-(3,5-dibromophenyl)-3-thiophenyl]benezenesulfonamide; 

2 : 6-difluoro-4-[4-(3 } 5-difluorophenyl)-3-thiophenyl]benezenesulfonamide; 

2 : 6-difluoro-4-[4-(3 : 4-dimethylphenyl)-3-thiophenyl]behezenesulfonamide; 

2,6-difluoro-4-[4-(3,5-dimethylphenyl)-3-thiophenyl]benezenesulfonamide; 
w 2.6-difluoro-4-[4-(3-methyt-4-chtoroph 

2 : 6-difluoro-4-[4-(4-methyl-3-chlorophenyl)-3-thiophenyl]benezenesulf.onamide; 
" 2 ! 6-difluoro-4-[4-(3-methyl-4-fluorophenyl)-34hiophenyl]benezenesulfonamide; 

2 : 6-difluoro-4-[4-(4-methyl-3-fluorophenyl)-3-thiophenyl]benezenesulfonamide; 

2.6-difluoro-4-[4-(3-methyl-4-bromophenyl)-3-thiophenyl]benezenesulfonamide; 

is 2.6-difluoro-4-[4-(4-methyl-3^ 

2.6-difluoro-4-[4-(3-methyI-4-trifluoromethylphenyl)-3-thiophenyl]b 

2.6<iifluoro-4-[4-(4-methyl-3-trifluorom 

2:6-difluoro-4-[4-(3-methyl-4-trifluorometh 

2.6-diriuoro-4-[4-(4-methyl-34rifluoromethoxyphenyl)-3-thiophenyl]benezenesulfonamide; 
20 2.6-difluoro-4-[4-(3-cyano-4-methylphenyl)-3-thiophenyl]benezenesulfonamide; 

2.6-difluoro-4-[4-(4-cyano-3-methylphenyl)-3-thiophenyl]benezenesulfonamide; 

2.6-difluoro-4-[4-(3-chloro-4-methoxyphenyl)-34hiophenyl]benezenesulfonamide; 

2.6-difluoro-4-[4-(4-chloro-3-methoxyphenyl)-3-thiophenyl]benezenesulfonarriide; 

2 : 6-difluoro-4-[4-(2-methylpyridin-6-yl)-3-thiophenyl]benezenesultonamide; 
25 2 : 6-difluoro-4-[4-(2-methylthiazol-4-yl)-3-thiophenyl]benezenesulfonamide; 

2.6-difluoro-4-[4-(4-methylthiazol-2-yt)-3-thiophenyl]benezenesulfonamide; 

2 : 6-difluoro-4-[4-(2-methyipyridin-3-yl)-3-thiophenyl]benezenesulfonamide; 

2 : 6-difluoro-4-[4-(2-methylpyridtn-3-yl)-3-thiophenyl]benezenesulfonamide; 

2 : 6-difluoro-4-[4-(3-pyridinyl)-3-thiophenyl]benezenesulfonamide; 
30 2,6-difluoro-4-[4-(5-methylpyridin-3-yl)-3-thiophenyl]benezenesulfonamide; 

2 ? 6-difluoro-4-[4-(2-methylpyridin-3-yl)-3-thiophenyl]benezenesulfonamide; 

2.6-difluoro-4-[4-cyclohexyl-3-thiophenyl]benezenesulfonamide; 

2 ; 6-difluoro-4-[4-cyclopentyl-3-thiophenyl]benezenesulfonamide; 

35 and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. 

Isoxazoles 

[0062] In still another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises 
40 administering to the subject a'therapeutically-effective amount of one or more compounds selected from a subclass 
of compounds of Formula I corresponding to Formula IV: 




55 wherein substituents X, n, R 10 , R 11 and R 12 have the same definitions and sub-definitions as substituents X, n, 

R 1 , R 3 and R 2 , respectively, set forth above for the compounds of Formula I, and the pharmaceutically-acceptable 
salts, tautomers and prodrugs thereof. 

[0063] Within this subclass of compounds, a preferred group of compounds consists of those compounds of Formula 
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IVA and IVB: 



10 



15 




IVA 



20 



25 



30 



35 




IVB 



wherein R« and R« are as defined above, and the pharmaceutically-acceptab.e salts, tautomers and pro- 
\o K h this subdass of compounds, a more preferred group of compounds consists of those compounds of 
Formula IVC and IVD: 



45 



50 



55 
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and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. Preferably, (a) one fluoro radical is present 
at the 2-position and the other fluoro radical is present at the 5-position, or (b) one fluoro radical is present at the 
2-position and the other fluoro radical is present at the 3-position, or (c) one fluoro radical is present at the 3-position 
and the other fluoro radical is present at the 5-position. 
45 [0065] Preferred species within this subclass include, but are not limited to: 

2,6-difluoro-4-[3-phenyl-5-fluoromethylisoxazol-4-yl]benezenesulfonarnide; , 

2,6-difluoro-4-[3-(3-chlorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 l 6-difluoro-4-[3-(4-chlorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
50 2,6-difluoro-4-[3-(3-bromophenyt)-5-fluorornethylisoxazol-4-yl]benezenesulfonamide; 

2 ! 6-difluoro-4-t3-(4-bromophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3-fluorophenyl)-5-fluoromethylisoxazo!-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(4-fluorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3-methylphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
55 2,6-difluoro-4-[3-(4-methylphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-443-(3-cyanophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(4-cyanophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3-trifluoromethylph 
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2 6-difluoro-4-[3-(4-trifluoromethylphenyl)-5-fluoromethylisoxa Z ol-4-yl]benezenesulfonamide^ 
2'6-difluoro-4-[3-(3-trifluoromethoxyphenyl)-5-fluoromethylisoxazol-4-yl]benezenesu onamide; 
2'6-difluoro-4-[3-(4-trifluoromethoxyphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide: 
2 6-difluoro-4-[3-(3,4-dichlorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2'6-difluoro-4-[3-(3 4-dibromophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(3,4-difluorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(3.5-dichlorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(3,5-dibromophenyl)-5-fluoromethylisoxazol-4-yl]benGzenesulfonamide; 
2'6-difluoro-4-[3-(3,5-difluorophenyl)^5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2'6-difluoro-4-[3-(3,4-dimethylphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(3,5-dimethylphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2'6-difluoro-4-[3-(3-methyl-4-chlorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2'6-difluoro-4-[3-(4-methyl-3-chlorophenyl)-5-fluoro m ethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(3-methyl-4-fluorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(4-mGthyl-3-fl U orophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(3-methyl-4-bromophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonam l de; 
2 6-difluoro-4-[3-(4-methyl-3-bromophenyl)-5-fluoromethylisoxazol-4-yl)benezenesulfonamide; 
2 6-difluoro-4-[3-(3-methyl-4-tritluoromethylphenyl)-5-fluoromethylisoxazol-4-yl]benezenesu onam.de: 
2 6-diIluoro-4-[3-(4-meth y l-34ri(luorom e thyl P henyl)-5-fluoromethylisoxazol-4-yl]benezenesullonam>de, 
2 6-difluoro-4.3- 3-methyl-4-trifluoromethoxyph e nyl)-5-f.uoromethylisoxazol-4-yl]ben e zenesu onam.de; 
2 6-difluoro-4-[3-(4-meth y i-3-trifluoromethoxy P henyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonam,de; 
2 6-difluoro-4-[3-(3-cyano-4-methylphenyl)-5-fluoromethylisoxazol-4-yl]benezenesufonam.de; 
2 6-difluoro-4-[3-(4-cyano-3-methylphenyl)-5-fluoromethylisoxazol-4-yl]bene Z enesulfonam.de; 
2 6-difluoro-4-[3-(3-chloro-4-methoxyphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonam.de; 
2 6-difluor 0 -4-[3-(4-chloro-3-methoxy P henyl)-5-fluoromethylisoxazol-4- y l]benezenesulfonam.d e ; 
2 6-difluoro-4-[3-(2-methylpyridin-6-yl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
26-difluoro-4.[3-(2-methylthiazol-4-yl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(4-methylthiazol-2-yl)-5-fluoromethylisoxazol-4-yl]benez e nesulfonam.de; 
2 6-difluoro-4-[3-(2-mGthylpyridin-3-yl)-5-fluoromethylisoxazol-4-yl]benezenGSulfon a mide; 
2 6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(3-pyridinyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(5-methylpyridin-3-yl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(2-methylpyridin:3-yl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-cyclohexyl-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
35 2 6-difluoro-4-[3-cyclopentyl-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 6-difluoro-4-[3-phenyl-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(3-chloro-5-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam.de; 
2 : 6-difluoro-4-[3-(3-fluoro-5-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam.de; 
2 6-difluoro-4-[3-(3-chlorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(4-chlorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(3-bromophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(4-bromophenyl)-5-diflLioromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(3-fluorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(4-fluorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(4-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(3-methylphenyl)-5-difluorometh y iisoxazol-4^yl]benezenesul1onamide; 
2 : 6-dmyoro-4-[3-(3-bromo-5-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesullonam,de; 
2'6-difluoro-4-[3-(3.4-dichlorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam.de; 
2 6-difluoro-4-[3-(3,4-dibromophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
so 2 6-difluoro-4-[3-(3.4-difluorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesutfonamide; 

2 6-difluoro-4-[3-(3,5-dichlorophenyl)-5-difluoromethylisoxazol-4- y l]benezenesulfonamide; 
«- _ 2 '6-difluoro-4-[3-(3,5-dibromophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam.de; 

2 6-difluoro-4-[3-(3,5-difliiorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 Vdifl U oro-4-[3-(3^oro-4-fl U orophenyl)-5^ 
55 2 6-difluoro"-4"-[3"(3-chloro-4-methylphenyl)-5-difluoromethylisoxazol-4-yl]benez e n eS ulfonam.^ 

2 6-dinuoro-4- [3l3"b76mo-4-m^ 

5 L .... - i: — „ ~ I A ul1KAnA7anaci ilf nnflmifip' 
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2 6-difluoro-4-[3-(3-fluoro-4-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam.de; 
2',6-difluoro-4-t3-(3,4-dimethylphenyl)-5-difluoromethylisoxazol-4-yl]benez G nesutfonamide; 
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2,6-difluoro-4-[3-(44rifluorometa 

2!6-difluoro-4-[3-(3-methyl-44rifluoromethoxyphenyl)^5-difluoromethylisox 

2!6-difluoro-4-[3-(4-methyl-34rffluoro^ 

2,6-dffluoro-4-[3-(34rifluoromethy^^ 

2!6HJifluoro-4-[3-(44rifluoromethylphenyl)-5-d"ifluoromethylisoxM 

2i6-difluoro-4-[3-(3-methyl-44rffluorom 

2,6-difluoro-4-[3-(4-methyl-34r^ 

2!6-difluoro-4-[3-(3^ano-4-methylphenyl)-5-difluoromethylis^ 
2'6-difluoro-443-(4^yano-3-methylphenyl)-5-difluoromethylisoxazor-4-yl]ben 
2,6-difluoro-4-[3-(3^yanophenyl)-5-difluoromethylisoxa2oM-yl]benezenesulfonamide; 
2.6-difluoro-4-[3-(4-cyanophenyl)-5-difluoromethylisoxazoM-yl]bene2enesulfonamide; 

2i6-difluoro-4-t3-(3-chloro^-methoxyphenyl)-5-difluoromethylisoxazol-4-yn 

2.6-difluoro-4-[3-(4-chloro-3-methoxyphenyl)-5-difluoromethylisoxazol-4-yl)benezene 

2!6-difluoro-4-[3-(2-methylpyridin-6-yl)-5-difluoromethylisoxazol-4-yl]benezenesul^^ 

2.6-difluoro-4-[3-(2-methylthiazol-4-yl)-5-difluoromethylisoxazol-4-yl]benezenesu 

2 s 6-difluoro-4-[3-(4HTiethylthiazol-2-yl)^^ 

2 : 6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfona 

2 : 6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-difluoromethylisoxazol-4>yl]beneze^ 

2 : 6-difluoro-4-[3-(3-pyridinyl)-5-diftuoromethylisoxazol-4-yl]benezenesulfonamide; 

2.6-difluoro-4-[3-(5-methylpyridin-3-y!)-5-difluoromethylisoxazol-4-yl]benezenesulfonam 

2,6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam 

3-phenyM-[3 ) 5-difluoro^-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3-chlorophenyl)-4-[3 J 5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisox 

3-(4-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyli 

3-(3-bromophenyl)-4-[3,5<iifluoro-4-(^^ 

3-(4-bromophenyl)-4-[3 5 5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxa 

3-(34luorophenyl)-4-[3 t 5-difluoro-4-(methylsulfonyl)pheny!]-5-hydroxymethylis 

3-(44luorophenyl)-4-[3,5-difluoro-4-(me^^ 

3-(3-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 
3-(4-methylphenyl)-4-[3,5-difluoro-4^ 

3-(3-cyanophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]>5-hydroxynriethylisoxazole; : 

3-(4-cyanophenyl)-443 s 5-djfluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(34rifluoromethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxym 

3-(4^rifluoromethylphenyl)-4^3 s 5-difluoro-4-(methylsulfonyl)phenyl]-5-hydro^ 

3-(34rffluoromethoxyphenylH-[3,5^ 

3-(4^rifluoromethoxyphenyl)-4-[3 ! 5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyli 

3-(3 } 4-diehlorophenyl)-4-[3,5-difluoro-4-(methylsuifonyl)phenyl]-5-hydroxymethy 

3-(3,4-dibromophenyl)-443,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxym 

3-(3!4-difluorophenyl)-4-[3,5<lifluoro-4^ 

3-(3!5-dichlorophenyl)-4-[3,5-difl^^ 

3-(3^5-dibrom6phenyl)-4-[3,5-dlfluoro-4-(methylsulfonyl)pheriyl]-5-hydroxym 

3-(3!5-difluorophenyl)-4-[3,5-difiuoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyl^ 

3-(3^4-dimethylphenyl)^-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxym 

3-(3!5-dimethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxym 

3-(3-methyl-4^h1orophenyl)-4-[3,^ 

3-(4-methy!-3-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxy 

3-(3-methyl-4-fliJorophenyl)-4-[3 s 5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxyme 

3-(4-methyl-3-fluorophenyl)-4-[3,5-^^^^ 

3-(3-methyl-4-bromopheny!)-4-[3,5-difluoro-4-(methylsutfonyl)phenyl]-5-hydroxym 
3-(4-methyl-3^romophenyl)-4-[3,5<M^ 

3-(3-methyl-44rifluoromethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymeth 

3-(4-methyl-34rifluoromethylphenyl)-4-[3 ! 5-difluoro-4-(methylsulfonyl)phenyl]-5-hy 

3-(3-methyl-4-trifluoromethoxyphenyO^^ 

- 3-(4-methyl-34rifluoromethoxyphenyO 
3-(3^yano-4-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxym 

3-(4-cyano-3-methylphenyl)-443,5<iifl^^ 

3-(3-chloro-4-methoxyphenyl)^-[3,5-difluoro^-(methylsulfonyl)phenyl]-5-hydr^^ 
3-(4-chloro-3-methoxyphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydro^ 
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3<2-methylpyridin-6-yl)-4-t3.5-dif^ 

tcyclohexylV[3,5-difluoro-4-(methyl£ulfonyl)phenyl]-5-hydroxym^ 
tcvclopentyl-4-[3,5-difluoro-4-( m eth y ls U lfonyl)phenyl]-5-hydroxymethylisoxazole; 
3-phenyl-4-[3,5-difluoro-4-(methylsulfon y i)phenyl]-5-fluoromethylisoxazole; _ 

lKUhenyl)-4-[3,5-dm^^ 

I irh o ophenyl -4- 3,5-difluoro-4-(methyls U l1on y i) P henyl]-5-fluoromethy soxazole 
3- Ib omopheny. -4- 3 S-difluoro^HmethylsulfonyOphenyn-S-fluoromethynsoxazo.e; 
1- 4- uo 'phenyl -4- ^.S-difluoro^-CmethylsulfonyDphenyH-S-tluoromethyl.soxazole 
3- ^^ 4-me Sy.pheny. -4- 3,5-difluoro-4-(methylsulfonyl) P henyl]-5-fl U oromethyhsoxazo.e; 
3 4 cvanophenvl -4- 3,5-difluoro-4-(methylsulfonyl) P henyl] -5-fluoromethyhsoxazole; 

3 4 tr^ 

3- 34: d b omopheny )-4- [3,5-dif luoro-4-(methylsu,fonyl)ph e nyl]-5-fluoromethyhsoxazol e , 

3. Std roropheny o^.B-difluoro^-lmethylsulfonyDphenyll-B-fluoromethy soxazo e; 
t ltd b omopheny )-4- 3,5-difluoro-4-(methyls U lfonyl)phenyl]-5-fluoromethyhsoxazo.e; 
lllSrophenyV4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyl^ 

ISmehytSLpnenyO 

a 4me nv -3-cnlorophenyl -4- 3,5.difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyl.soxazo e, 

t lmS-tfluoro P henyl)-4- 3 ^^.s-difluoro^-tmethylsutfonyOphenyll-S-fluoromethyl.soxazol^ 
3- 3-mehy -4-bromopheny 'o^.S-difluoro^HmethylsutfonyOphenyll-S-fluorome hy hsoxazo e 

1 4cvano-iS 
^3X0-4^^ 

3- Ichlo o-3-methoxyphenyl - 4 - [ 3,5-difluoro-4-(methy.su,fony,)phenyl].5- t ,uoromethy. 1 soxazole, 

3- lmeSiazol-4-yl -4- 3 5-difl U oro-4-(meth yl s U ,fony,)phenyl]-5-fluoromethy soxazo e; 
lime ^nyl h azol-2-yl -4- 3,5-difluoro-4-(methylsulfony,)phenyl]-5-fluoromethy soxazo e; 

t|-methy^ 

3 .3-pvridinyl)-4-t3,5-dmuoro-4-(methylsulfonyl)phenyl]-54luoromethylisoxazolG; 
l|-Sy.pyridn-3-yl)-4-[3 ; 5-dif,uoro-4.(m 

3-cvclohexyl-4-[3,5-difluoro-4-(methyl S ulfonyl)phenyl]-5-fluoromethylisoxazole; 
3-cvclopentyl-4-[3,5-difluoro-4-(m e thylsulfonyl)phenyl]-5-fluoromethylisox a zole; . 
3-phenyl-4-[3 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; 
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3-(3-chloro-5-methy!phenyl)-^ 
3-(34luoro-5-methylphenyl)-4^ 

3-(3"Chlorophenyl)-4-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluorome 

3-(4-chlorophenyl)-4-[3 l 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyH 

3-(3-bromophenyi)-4^[3,5-difluoro-4-(m^ 

3-(4-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyI)phenyl]-5-diflupromethy^ 

3-(3,5-difluorophenyl)-4-[3,5-difiuo^^ 

3-(4-f1uorophenyl)-4-[3,5-difluoro-4-(^^ 

3-(4-methylphenylH-[3,5-difluoro-4-(methylsulfonyl)phenyO-5-difluorome 

3-(3-methylphenyl)-4-[3,5-difluoro-4-^ 

3-(3-bromo-5-methylpheny^ 

3-(3,4-dichlorpphenyl)-4-[3 ? 5-difluo^^ 

3-(3'4-dibromophenyl)-4-[3,5-difl^ 

3-(3^4-difluorophenyl)-4-[3 : 5-difluoro^ 

3-(3^5-dichlorophenyl)-443 : 5-dlfluoro-4-(methylsulfonyl)phenyl]-5-difluoromethy 

3-(3,5-dibromophenyl)-4-[3 : 5-dtf 

3-(3!5-difluorophenyl)-4-[3 : 5-difluoro^ 

3-(3-chloro-4-fluorophenyl)-4-[3 : 5"difluoro-4-(methylsulfonyl)phenyl]-5-difluorom 

3-(3-chloro-4-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5 : difluoromethyn 

3-(3-bromo-4-methylphenyl)-4-[3 : 5-dm^ 

S-^S-difluoro^-methylphenyiM^ 

3-(3 s 4-dimethylphenyl)-4-[3 : 5-dif1uoro-4-(m^ 

3-(4-trmuoromethoxyphenyl)-4-[3,5-dmuo^^ 

3-(3-methyl-4-trifluoromcthoxyphcnylM 

3-(4-methyl-3-trifluoromethoxyphenylM^ 

3-(3-methyl-4-trifluorometho^ 

3-(4-methyl-3-trifluoromethoxyphenyl)-4-[3 : 5-difiuoro-4-(methylsulfonyl)phen 
3-(3<:yano-4-methylphenyl)-4-[3 5 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluorom 
3-(4-cyano-3-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difl^ 
3-(3-cyanophenyI)-443,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylis 
3-(4^yanophenyl)*4-[3 ! 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazol^ 
-3-(3-chloro-4-methoxyphenyl)-4-[3,5^ 
3-(4-chloro-3-methoxyphenyl)-4-[3 : 5-difl^^ 
3-(2-methylpyridin-6-yl)-4-[3 : 5-difluoro^ 
3-(2-methylthiazo!-4-yl)-4-[3>di^ 
3-(4-methylthiazol-2-yl)-4-[3 : 5-diflu^ 

3-(2-methylpyridin-3-yl)-4-[3 : 5-difluoro-4-(methylsulfonyl)phenyl] -5-difluoromethylisoxazole; - 

3-(2-methylpyridin-3 -yO^-tS^-difluoro^^methylsulfonyOphenyl) -5-difluoromethylisoxazole; 

3-(3-pyridinyl)-4-[3 { 5-difluoro-4-(m^ 

3-(5-methylpyridin-3-yl)-4-[3 : 5-dif^ 

3-(2-methylpyridin-3-ylH-[3 : 5-difluoro^^ 

3-cyclohexyl-4-[3 J 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; 
3-cyclopentyl-4-[3,5-difluoro-4-(me^ 

3-phenyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methylispxazole; 
3-(3-chlorophenyl)-4-[3,5-difluoro-4-(^^ 

3-(4-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methyl^ 
~ 3-(3-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-melhylisoxazole; - 
3-(4-bromophenyl)-4-[3 ! 5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 
3-(3-fluorophenyl)-4-[3,5-difluoro-4-(me^ 

3-(4-fluorophenyl)-4-[3 ) 5-difluoro-4-(methylsulfonyl)phenyl] -5-methylisoxazole; 
3-(3-methylphenyl)-4-[3,5-difluoro-4-(m^ 

3-(4-methylphenyl)-4-[3,5-dmuoro-4-(methylsulfonyl)phenyl]-5-methyli 
3-(3-cyanophenyl)-4-[3,5-difluoro-4-(metty^ 

3-(4-cyanophenyl)-4-[3 J 5-difiuoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 
3-(3-trifluoromethylpheny!)-4-[3 f 5-difluoro-4-(methylsulfonyl)phenyl]-5- 
3-(4-trifluoromethylphenyl)-4-[3 ) 5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxa . 

3-(3-trifluoromethoxyphenyl)-4-[3,5-di^ 

3-(4-trifluoromethoxyphenyl)-4-[3,5-dif!uoro-4-(methylsulfonyl)phenyl]-5-m 
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3-(34-dichtorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phGnyl]-5-methyl.soxazoe; 
3-3 4-dibromophenyl)-4-[3,5-difluoro-4-(methylsutfonyl)phenyl]-5-methy| l soxazole; 
3-3 4-difluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methyhsoxa20le; 
3-3 5-dichlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methyl.soxa2oie; 
t35-dibromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyll-5-methyl.soxa 2 ole; 
3-35-difluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methyl.soxazole; 
3- 3 4-dimethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methy isoxazo e; 
3- 35-dimethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole, 
3- 3 me ZU y c LropLnyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methy soxazo e; 

I tmeSifluorophenyl)U-[3,5-difluoro-4-(methy 

3- 4-me hy -3-fluoro^enK 
I 3-m7h y l-4-bromophen^ 

I tmehv -tbromopheny!H-[3,5-difluoro^(methylsu tf onyl)phenyl]-5.methynsoxazo e 
^4^ 

t 3-cyano-4-meth y lphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methy soxazo e, 

I IcyTno-s-met^^ 

lic£Lo-4-methoxyphenyO 

S^-methylpyridin-e-yO^-p.S-difluoro^^methylSLjIfonyOphenyll-S-methylisoxazoe; 
3-2-meth y lthiazol-4-yl)-443,5-difluoro-4-(methylsulfonyl)phenyl]-5-meth y lisoxazoe; 
3- 4-methylthiazol-2-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methy soxazo e; 
3- 2-methyl P yridin-3-yl)-4-[3 5-dif luoro-4-(methylsulfonyl)ph e nyl]-5-methyl,soxazo e; 

3- 3-DVridinyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3- 5 -methylpyridin-3-yl)-4-[3 : 5-difluoro-4-(methylsutfonyl)pheny.]-5-methy soxazo e; 

3-cyclohexyl-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-cvclopentyl-4.[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

2 6-difluoro-4-[3-phenyl-5-hydroxymethylisoxazol-4-yl]benezenes U lfonam.de; 

2idifluoro-4.3°3<hlorophenyl)-5-hydroxymethylisoxazo.-4-ylbenezenesu^ 

2 6-dif luoro-4- 3- 4-chlor 0 phen y i)-5-hydroxymethylisoxazol-4-y^enezenesu fonam de, 

2idifluoro-4V(3-bromophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesu onamde 

2 6-difluor 0 V[3-(4-bromophen y l)-5-h y d^^ 

2 6-difluoro-4-3- 3-fluorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesu onamde 

2 6-difluoro-4- 3- 3-meth y lphen y i)-5-h y drox y meth y lisoxazol-4- y benezenesu onam de 
2 6 -difluoroV[3Vmeth y lphen y l)-5-h y drox^^ 

2 6-difluoro-4-[3-(4-cyanophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonam.de, . 
st^f ooi^ 

2idfuoro-4V(4-trifl U oromethylphenyl)-5-hydroxymetny.isoxazol-4-yl]benezene^ 

2 6 6 f ,uoro-4 - 3- 3-trifluoromethoxyphenyl)-5-hydroxymethylisoxazol-4-y J enezenesu J; 

Ilaifluoro-^-tn.luoromethoxyphen^ 

2 , 6-difluoro-4-3- 34-dichlorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesu onamde 
2 6-difluoro-4-[3-(34-dibromophen y l)-5-h y drox y meth^ 

2 6-difluoro-4- 3- 3,4-difl U orophenyl)-5-hydroxymethylisoxazol-4-y.]benezenesul onamidj 
2 6-difluoro-4'[3- 3,5-dichlorophenyl)-5-hydroxym e thylisoxazol-4-yl]benezenesul onam de 
lldrfluoro^SS-dibromophenyD-S-h^ 

2 6-difluoro-4- 3- 34-dimethylphenyl)-5-hydroxymethylisoxazo,-4-y f nezenesU "~^'. 
2 6-difluoro-4-3-(3,5-dimethylphenyl).5-hydroxymet h ylisoxazol-4-yl]benezenesulfonam^ 

H-d fluoro^- S- S^methyl^-chlorophenyD-S-hydroxymethylisoxazoM-yl benezenesu onam de 
2idifluoro-4{3-3-meth y l-4-fluorophen y l)-5-h y drox y meth y iisoxazol-4- y l]benezenesulfonam.de, 
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2,6-dmuoro-4-[3*(4-methyl-3-fluoro 
2,6Hdifluoro-4-[3-(3-methyl-4-bromophe^ 

2 f 6-difluoro-4-[3-(4-methyl-3-bromophenyl)-5-hydroxymethylisoxa2ol-4-yI]benezenesu 
2!6-dffluoro-4-[3-(3-methy!-4 : trifluoromethylphenyl)-5-hydroxymethylisoxazoj 
2 1 6-difluoro-4-f3-(4-methyl-34rifluoromethylphenyl)-5-hydroxymethylis 
2 : 6-difluoro-4-[3-(3-methyl-4-trifluoro 

2 J 6-drfluoro-4-[3-(4-methyl-34rifluoromethoxyphenyl)-5-hydroxymemylisoxazol^ 

2 } 6-difluoro-4-[3-(3-cyano-4-methylphenyl)-5-hydroxymethylisoxazol-4-yl]benezenes^ 

2 ! 6-difluoro-4-[3-(4-cyano-3-methylphe^ 

2,6-difluoro-4-[3-(3-chloro-4-metho^ 

2 : 6-difluoro-4-[3-(4-chloro-3-me^^ 

2 : 6-difluoro-443-(2-methylpyridin-6-yl)-5-^^ 

2 : 6-difluoro-4-[3-(2 : methylthiazol-4-yl)-5-hydroxymethylisoxazol-4,-yl]benez 
2 ! 6-difluoro-4-[3-(4-methyithiazol-2-yl)-5-hydroxymethylisoxazol-4-yl]benezenesulfona 
2 J 6-difluoro-4-|3-(2-methylpyridin-3-yl)-5-hydroxymethylisoxazo!-4-yl]benezenesulfonam 
2 : 6-ditluoro-4-|3-(2-methylpyridin-3-yl)-5-hydroxymethylisoxazoi-4-yl}benezenesulfonamide; 
2,6-difluoro-4-[3-(3-pyridinyJ)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 
2 ) 6-difluoro-4-(3'(5-methylpyridin-3-yl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 
2 ; 6-difluoro-4-|3-(2-melhylpyridin-3-yl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-phenyl-5-5-methylisoxazol-4-yl]benezenesulfonamide; 
2 ) 6-difluoro-4-|3-(3-chlorophenyl)-5-methylisoxazot-4-yl]benezenesulfonamide; 
2 J 6-difluoro-4-[3-(4-chlorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2 J 6-difluoro-4-[3-(3-bromophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro"-4-[3 (4-bromophcnyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(3-fluorophenyl)-5-rnethylisoxazol-4-yl]benezenesulfonamide; 
2 f 6-difluoro-4-[3-(4-fluorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2 3 6-difluoro-4-[3-(3-methylphenyl)-5-methylisoxazol-4-yl]benezenesuIfonamide; 
2 I 6-difluoro-4-[3-(4-methylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2 s 6-difluoro-4-[3-(3-cyanophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(4-cyanophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
'2,6-difluoro-4-[3-(3-trifluoromethylphenyl)-5-methyiisoxazoW-yl]benezenesulfonam 
2,6-difluoro-4-[3-(4-trifluoromethylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6<Jifluoro-4^3-(34rifluoromethoxyphe^ 

2,6-difluoro-4-[3-(44rifluoromethoxyphenyl)-5-methylisoxazol-4-yl]benezen 

2,6-difluoro-4-[3-(3 ! 4-dichlorophenyl)'5-methylisoxazol-4-yl]benezenesulfonamide; 

2 s 6-difluoro-4-[3-(3 : 4-dibromophenyl)-5-methylisoxazol-4-y!]benezenesulfonami 

2 : 6-difluoro-4-[3-(3 3 4-difluorophenyl)-5-methyiisoxazoM-yl)benezenesulfonamide; 

2,6-difluoro-4-[3-(3 J 5-dichlorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3 ! 5-dibromophenyl>5-methylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3 J 5-difluorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3,4-dimethylphenyl)-5-methylisoxazol-4-yl]benezenesulfonam 

2,6-difluoro-4-[3-(3 : 5-dimethylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3-methyl-4-chlorophenyl)-5-methylisoxazol-4-yl]benezenesutfonam 

2 ) 6-difluoro-4-[3-(4-methyl-3-chlorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3-methyl-4-fluo^ 

2 J 6-difluoro-4-[3-(4-methyi-34luorophenyl)-5-methylisoxazol-4-yl]benezenesulfonam 
2,6-difluoro-4-[3-(3-methyl-4-bromophenyl)-5-methylisoxazol-4-yl]benezenesulfona 
2,6-difluoro-4-[3-(4-methyl-3-bromophenyl)-5-methylisoxazol-4-yl]benezenesulfonam ~*~* e * = 
2,6-difiL^ro-4-[3^ 

2 1 6-difluoro-443-(4-methyl-3-trifluoromethylphenyl)-5-methylisoxazol-4-yl]benez 
2,6^ifluoro-4-[3-(3-methyl-4-trifl^^ 

2,6-difluoro-4-[3-(4-methyl-34rifluoromethoxyphenyl)-5-methylisoxazol-4-yl]be 

2,6-difluoro-4-[3-(3-cyano-4-methylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(4-cyano-3-methylphenyl)-5-methylisoxazol-4-yl]benezenesulfon 

2,6-djfluorO'443-(3-chloro-4-methoxyphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; ^ 
2,6-difluoro-4-[3-(4-chloro-3-methoxyphe^^ 

2,6-difluoro-4-[3-(2-methylpyridin-6-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(2-methylthiazo 
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2,6-difluoro-4-[3-(4-methylthiazol-2-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6<lifluoro-4-[3-(2-methylpyridin-3-yl)-5-m 

2 ; 6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-methylisoxa2ol-4-yl]bene2enesulfonamide; 
2,6-dif(uoro-4-[3-(3-pyridinyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(5-methylpyridin-3-yl)-5-methylisoxazol-4-yl]benezenesulfonarriide; 
2 : 6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-met^^ 

2;6-diftuoro*4-[3-phenyl-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 J 6-difluoro-4-[3-(3-chlorophenyl)-5-trifluoromethylisoxazol-4-yI]benezenesulfonam 

2 J 6-difluoro-4-[3-(4-chlorophenyl)-5-tr'ifluoromethylisoxazol-4-yl]benezenesulfonam 

2 ; 6-difluoro-4-[3-(3-bromophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(4-bromophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3-fluorophenyl)-5^ 

2 i 6-difluoro-4-[3-(4-fluorophenyl)-5-trifluoromethylisoxazol'4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3-methylphenyi)-5-trifluoromethylisoxazoM-yl]benezenes 

2,6-difluoro-443-(4-methylphenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfonam 

2,6-difluoro-4-[3-(3-cyanophenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(4-cyanophenyl)-5^rifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3-trifluoromethylphenyl)-5^rifluoromethylisoxazol-4-yl]benezenesulfon 

2 ! 6-difluoro-4-[3-(44rifiuoromethylphenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfonam 

2.6-difluoro-4-[3-(34rifluoromethoxyphenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfonamid^ 

2,6-difluoro-4-[3-(4-trifluoromethoxyphe^ 

2,6-difluoro-4-[3-(3 ! 4-dichlorophenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfohamide; 
2.6-difluoro-4-[3-(3,4-dibromophenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(3,4-difluorophenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(3,5-dichlorophenyl)-54rifl^ 

2 J 6-difluoro-4-[3-(3 : 5-dibromophenyl)-54rifluoromethylisoxazol-4-y}]benezenesulfonamide; 

2 : 6-difluoro-4-[3-(3 ! 5-difluorophenyt)-54rifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3 } 4-dimethylphenyl)-54rifluoromethylisoxazol-4-yl]benezenesutfonamide; 

2,6-dif1uoro-4-[3-(3,5-dimethylphenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfbnamide; 

2,6-difluoro-4-[3-(3-methyl-4<;h1orophe^ 

2 ! 6-difluoro-4-[3-(4-methyl-3-chlorophenyl)-54rifluoromethylisoxazol-4-yl]ben 

2,6-difluoro-4-[3-(3-methyl-44luo^ 

2,6<lifluoro-4-[3-(4-methyl-34luoroph^^ 

2 ) 6-difluoro-443-(3-methyl-4-bromophenyl)-54rifluoromethylisoxazol-4-yl]benezenesu^ 

2,6<Jifluoro-4-[3-(4-methyl-3-bromopheny^ 

2 : 6<Jifluoro-4-[3-(3-methyl-44rifl^ 

2,6-difluoro-4-[3-(4-methyl-34riflu^ 

2,6Hjifluoro-4-[3-(3-methy!-44rifluorometh^ 

2,6Hjifluoro-4-[3-(4-methyl-34rifluorom 

2,6-difluoro-4-[3-(3-cyano-4-methylphenyl)-54rifiuoromethylisoxazol-4-yl]benezenesulfonam 
2,6-difluoro-4-[3-(4-cyano-3-methylphenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(3-chloro-4-methoxyphenyl)-54rifluoromethyiisoxazol-4-yl]ben 
2 ) e^difluoro-4-[3-(4-chloro-3-methoxyph^ 

2,6-difluoro-4-[3-(2-methylpyridin-6-yl)-54rifluoromethyljsoxazol-4-yl]benezenesulfon 
2,6-dmuoro-4-[3-(2-methylthiazol-4-yl)-54rifluoromethylisoxazol-4-yl]b 
2 ! 6-difluoro-4-[3-(4-methylthiazol-2-yl)-54rifluoromethylisoxazol-4-yl]benezenesulfona 
2 ! 6-dif!uoro-443-(2-methylpyridin-3-yl)-54rifluoromethylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(2-methylpyridin-3-yl)-54rifluoromethylisoxazol-4-yl]benezenesulfonamid 
2 ! 6-difluoro-4-[3-(3-pyridinyl)-54rifluoromethylisoxazo!-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(5-methylpyridin-3-yl)-54rifluoromethylisoxazol-4-yl]benezenesulfonamid 
-2,6-difluoro-4-[3-(2-methylpyridin-3-yl)-5^^ 

2 ! 5-difluoro-4-[3-phenyl-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(3-chlorophGnyl)-54luoromethylisoxazo!-4-yl]benezenesulfonamide; 
2 : 5-difluoro-4-[3-(4-chlorophenyl)-54luoromethylisoxazo!-4-yl]benezenesulfonamide; 
2 } 5-difluoro-4-[3-(3-bromophenyl)-54luoromethylisoxazo!-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(4-bromophenyl)-54luoromethylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-f3-(34luorophenyl)-54luoromethylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(4-fluorophenyl)-54luoromethylisoxazol-4-yl]benezenesulfonamide; 
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'2 f 5-difluoro-4-[3-(3-methylphenyl)-5-fluoromethylisoxazoM-ylJbenezenesulfonamide; 

2,5-difluoro-4-[3-(4-methylphenyi)-5-fiuoromethylisoxazol-4-yl]benezenesulfonamide; 

23-difluoro-4-[3-(3-cyanophenyl)-5-fluoromethylisoxazol"4-yl]benezenesulfonamide; 

2 J 5-difluoro-4-[3-(4-cyanophenyl)-54luoromethylisoxazol-4-y!]benezenesulfonamide; 

2,5-difluoro-4-[3-(34rifluoromethylphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 I 5-difluoro-4-[3-(44rifluoromethylphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamid 

2,5-difluoro-4-[3-(34rifluoromethoxyphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonam 

2,5<lffluoro-4-[3-(44rffluoromethoxyphenyl)-5-fl^ 

2 : 5-difluoro-4-[3-(3 ! 4-dichlorophenyl)-5-fiuoromethylisoxazol-4-yl]benezenesulfonam 

2,5-difluoro-4^3-(3 ; 4-dibromophenyl)-5-fluoromethylisoxazol^-yl]benezenesulfonamide; 

2 J 5-difluoro-4-[3-(3 ! 4-difluorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 ; 5-difluoro-4-[3-(3,5-dich!orophenyl)-5-fluoromethylisoxazot-4-yl]benezenesulfonamide; 

2 ! 5-difluoro-443-(3 : 5-dibromophenyl)-5-fluoromethylisoxazol-4>yl]benezenesulfonamide; 

2 : 5-difluoro-4-[3-(3 ! 5-difluorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 ! 5-difluoro-443>(3 ! 4-dimethylphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonami 

2,5-difluoro-4-[3^3 : 5-dimethylphe^^ 

2 ! 5-difluoro-4-[3-(3-methyl-4-chlorophenyl)-5-fluoromethylisoxazol-4-yl]benezen 

2 } 5-difluoro-4-[3-(4-methyl-3-chiorophenyl)-5-fluoromethylisoxazol-4-yl]benezen . 

2 ) 5-difluoro-4-[3-(3-methyl-44luorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesu!fonamide; 

2.5-difluoro-4-[3-(4-methyl-3-fluoro^ 

2 : 5-difluoro-4-[3-(3-methyl-4-bromophe^ 

2 J 5-difluoro-4-[3-(4-methyl-3-bromophenyi)-54luoromethylisoxazol-4-yl]benezenesulfonam 

2 5 5-difluoro-4-[3-(3Tnethyl-4-trifluoro^ 

2 ) 5-difluoro-4-[3-(4 : methyl-34rifluoro^ 

2.5-difluoro-4-[3-(3-methyl-44rifluorom 

2 I 5-difluoro-443-(4-methyl-34rifluorom 

2,5-difluoro-4-[3-(3-cyano-4-methylphenyl)-5-fluoromethylisoxazo!-4-yl]benezenesulfonam 
2 5 5-difluoro-443-(4<;yano-3-methylpheny!)-5-fluoromethylisoxazol-4-yl]benezenesulfonam 
2,5-difluoro-443-(3-chloro^-methoxyphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfon 
2,5-difluoro-4-[3-(4-chloro-3-m^ 

2 ? 5-difluoro-4-[3-(2-methylpyridin-6-yl)-54luoromethylisoxazol-4-yl]benezenesulfonam 
2,5-difluoro-4-[3-(2-methylthiazol-4-yl)-5-fluoromethylisoxazoi-4-yl]benezenesu^ 
2 ! 5-difluoro-443-(4-methylthiazol-2-yl)-5-fluoromethylisoxazol-4-yl]beneze^ 
2 5 5-difluoro-4-[3>(2-methylpyridin-3-yl)-54luoromethylisoxazol-4-yl]benezenesulfonam 
2,5-difluoro-4-[3-(2-methylpyridm^^ 

2 J 5-difluoro-4-[3-(3-pyridinyl)-54luoromethylisoxazol-4-y!]benezenesulfonamide; 
2,5-difluoro-4-[3-(5-methylpyridin-3-yl)-54luoromethylisoxazol-4-yl]benezenesulfonam 
2,5-difluoro-4-[3-(2-methylpyridin-3-yl)-54luoromethylisoxazol-4-yl]benezenesulfonami^ 
2 : 5-difluoro-4-[3-cyclohexyl-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 ; 5-dif!uoro-4-[3-cyclopehtyl-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 ( 5-difluoro-4-[3-phenyl-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 : 5-difluoro-4-[3-(3-chloro-5-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezene 
2 ) 5-difluor6-4-[3-(34luoro-5-methylphenyl)-5-difluoromethylisoxazol-4-ylJbenezenesulfonam 
2 s 5<iifluoro-4-[3-(3-chlorophenyl)-5-di^ 
2,5-difluoro-4-[3-(4-chlorophe^ 

2 ! 5-difluoro-4-[3-(3-bromophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 : 5-difluoro-4-[3-(4-bromophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonaiTiide; 
2 ; 5-difluoro-4-[3-(34luorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2,5-djfluoro-443"(4-fluorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(4-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam 
• 2,5-difluoro-4-[3-(3-methylphenyl)-5-difluoromethyJisoxazol-4-yl]be 
2,5 : difluoro-4-[3-(3-bromo-5-methylphenyl)-5-difluoromethylisoxazol-4^ 
2,5-difluoro-4-[3-(3,4-dichlorophenyl)-5-difl^ 

2,5-difluoro-4-[3-(3 ! 4-dibromophenyl)-5-difluoromethylisoxazo!-4-yl]benezenesulfonamide; 
2 J 5-difluoro-4-[3-(3 ! 4-difluorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam 
2 J 5-difluoro-443-(3 J 5-dichlorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamid^ 
2,5-difluoro-4-[3-(3 : 5-dibromophenyl)-5-difluoromethylisoxazo!-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(3 I 5-difluorophenyl)-5-difluoromethylisoxazol-4-yl]benez"enesulfon 
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2,5-difluoro-4-[3-(3-chloro-4-fluoro^ 

2,5-difluoro-4-[3-(3-chloro-4-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezen 

2 ; 5-difluoro-4-[3-(3-bromo-4-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenes 

2,5<Jifluoro-443-(3-fluoro-4-methylpheny^^^^ 

2 J 5-difluorp-4-[3-(3 I 4-dimethylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide 
2 ; 5-difluoro-4-[3-(44rifluoromethoxyphenyl)-5-difluoromethyiisoxazol-4-yl]benezenesulfon 
2,5-difluoro-4-[3-(3MTiethyl-4-trifl^ 

2 J 5-difluoro-4-[3-(4-methyl-34rifluoromethoxyphenyl)-5-difluoromethylisoxazol-4-y^ 

2 : 5-difluoro-4-[3-(34rifluorome^ 

2 : 5-difluoro-4-[3-(4-trifluoromethyl^^ 

2 : 5-difluoro-4-[3-(3-methyl-44rifluoromethylphenyl)-5-difluoromethylisoxazol-4-y^ 
2 ; 5-difluoro-4-[3-(4<nethyl-34rifluorom 

2 : 5-difluoro-4-[3-(3-cyano-4-methylphenyl)-5-difluoromethylisoxazo!-4-yl]benezenesul^^ 
2 : 5-difluoro-4-[3-(4-cyano~3-methylphe^^ 

2,5-difluoro-4-[3-(3-cyanophenyl)-5-difluoromethylisoxazoM-yl]benezenesulfonamide; 

2 ; 5-difluoro-4-[3-(4-cyanophenyl)-5-difluoromethylisoxazol^-yl]benezenesulfonarnide; 

2 ! 5-difljoro-4-[3-(3-chloro-4-methoxyphenyl)-5-difluoromethylisoxazol-4-yl)benezenesulfon 

2,5-difluoro-4-[3-(4-chioro-3-methoxyphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfon 

2 : 5-difluoro-443-(2-methylpyrid!n-6-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,5Hdifluoro-4-[3-(2-methylthiazol-4-yl)-5-difl^ 

2 ; 5-difluoro-4^3-(4-methylthiazol-2-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamid^ 

2 ) 5-difluoro-4-[3-(2-methylpyridin-i3-yl)-5-difiuoromethylisoxazol-4-yl]benezenesulfonamide; 

2/5-difluorO"4-[3-(3-pyridinyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 ! 5-difluoro-4-[3-(5-methylpyridin-3-yl)-5-dif!uoromethylisoxazol-4-yl]benezenesuifonamide; 

2,5-difluoro-4-[3-(2-methylpyridin-3-yi)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

3-phenyl-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3-chlorophenyl)-4-[3 J 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(4-chlorophenyl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3-bromophenyl)-4-[3,6<lifluoro-4-(m 

3-(4-bromophenyl)-4-[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethy!is^^^ 

3-(34luorophenyl)-4-[3 s 6-difluoro-4-(mett^ 

3-(4-fluorophenyl)-4-[3 ; 6-difluoro-4-(m 

3-(3-methylphenyl)-4-[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydrpxymethylisoxazo 

3-(4-methylphenyl)-4-[3 5 6-difluoro-4-(methylsulfonyl)phenyl]-5-^ydroxymethylisoxa 

3-(3-cyanophenyl)-4-[3 ) 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(4-cyanophenyl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazo^^ 

3-(3-trifluoromethylphenyl)-4-[3,6^ 

3-(4-trifluoromethylphenyl)-443^ 

3-(34rifluoromethoxyphenyl)-4-[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylis 

3-(4-trifluoromethoxyphenyl)-4-[3,6-difl^ 

3-(3,4-dichlorophenyl)-443,6-difluoro-4-(m 

3-(3 5 4-dibromopheny!)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl] -5-hydroxymethylisoxazole; 
' 3-(3 : 4-difluorophenyl)-4-[3,6-difiuoro-4-(methylsultonyl)phenyl]-5-hydroxymethylisoxaz 
3-(3,5-dichlorophenyl)-443,6-difluoro-4-(m 

3-(3,5-dibromophenyl)-443,6-difluoro-4-(methy!sulfonyl)phenyl]-5-hydroxymethylisoxazole; 
3-(3,5-difluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 
3-(3 ; 4-dimethyiphenyl)-4-[3,6-difluoro-4-(meth^^ 

3-(3 ; 5-dimethy!phenyl)-4-[3,6 : difluoro-4-(methylsulfony!)phenyl]-5-hydroxymethyn 
3-(3-methyl-4-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymet 
3-(4-methyl-3-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl] : 5-hydrox 
3-(3-methyl-4-fluorophenyl)-4-[3 : 6-difluo^ 

3-(4-methyl-34luorophenyt)-4-[3,6-difluoro>4-(methylsulfonyl)phenyl]-5-hydroxyme 
3-(3-methyl-4-bromophenyl)-4-[3 : 6-difluoro-4-(methylsutfonyl)phenyl]-5-hydroxy 
3«(4-methyl-3-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydrox 
3-(3^ethyl-4-trifluorome^ 

3-(4-methyJ-3-tYifluorom ' 
3-(3-methyl-4-trifluoromethoxyphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-h 
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3-(4-methyl-3-trifluoromethoxyph 
3-(3-cyano-4-methylphenyl)-4^3,6-^^^ 

3-(4K:yano-3-methylphenyl)-4-[3 f 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxym 
3-(3<;hloro-4-methoxyphenyl)-443,6-difl^^^ 
5 3-(4-chloro-3-methoxyphenyi)-4-^ 

3-(2-methylpyridin-6-yl)-4-[3 : 6-difluoro-4-(^^ 

3-(2-methylthiazol-4-yl)-443,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisox 
. 3-(4-methylthiazol-2-yl)-4-[3,6-drf^^ 
3-( 2 -methylpyridin-3-yl)-4^ 
w 3-(2-methylpyridin-3-yl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxa^ 

3-(3-pyridinyl)-4-[3,6-difluoro-4-^ 
3-(5-methylpyridin-3-y!)-4-[3 : 6-difluoro^ 

3-(2-methylpyridin-3-yl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxyme 
S-cyclohexyl^-tS^-difluoro^-CmethylsulfonyOphenyll-S-hydroxymethylisoxazole; 
i5 s-cyclopentyl^-fS^-difluoro^-lmethylsulfonyOphenylJ-B-hydroxymethylisoxazole; 
3-phenyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-tluoromethylisoxazole; 
3-(3<;hlorophenyl)-4-[3,6<Mluoro-4-(m^^ 

3-(4-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylis^ 
3-(3-bromophenyl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-54luoromethylisoxa2ole; 
20 3-(4-bromophenyl)-443 ! 6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 
3-(3-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxa 
3-(4-f1uorophenyl)-4-[3,6-difluoro-4-(m^^ 

3-(3-methylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyiiso^ 
3-(4-mcthylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazol^ 

25 3-(3- C yanophenyl)-4-[3 ? 6-difluoro^ 

3-(4-cyanophenyl)-4-[3 > 6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3-trifluoromethylphenyl)-4-[3^^^^^ 

3-(44rifiuoromethylphenyl)-4-[3 ; 6-difluoro-4-(methylsulfonyl)phenyl]-5-fluorom 
3-(3-trifluoromethoxyphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoro 
30 3-(4-trifluoromethoxyphenyl)-4-[3,6-difluoro-4-(methylsu!fonyl)phenyl]-5-fluoromethylis 
3-(3.4-dichlorophenyl)-4-[3 f 6<Mluoro-4-^ 
3-(3,4-dibromophenyl)-4-[3,6-difluoro-4^ 

3-(3 ; 4-difiuorophenyl)-443,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluorometh^ 
3-(3 : 5-dichlorophenyl)-443,6-difluoro-4-(m^ 
35 3-(3 : 5-dibromophenyl)-443,6-difluoro-4-(m^ 
3-(3 : 6-difluorophenyl)-4-[3,6-difluoro-4-(m^^ 
3-(3 : 4-dimethylphenylH-[3,6-difluoro-4^ 
S-^S-dimethylphenylH-^S-difluoro 

3-(3-memyl-4-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluorom 
40 3-(4-methyl-3-chlorophenyt)-4-f3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluo^m 
3-(3-methyl-4-fluorophenyl)-4-[3 : 6^ 

3-(4-methyl-3 : fluorophenyl)-443 : 6-difluoro-4-(methylsulfonyI)phenyl]-5-fluorom 
S-^-methyl^-bromophenylM-^eHdiflu^^ 

3-(4-methyl-3 : bromophenyl)-4-[3 J 6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyli 
45 3-(3-methyl-4-trifluoromethylphe^^ 
3-(4-methyl-3-trifluoromethylph^ 
3-(3-methyl-44rifluoromethoxyphenyl)^^ 

3-(4-methyl-34rifiuoromethoxypheny^ -5-fluoromethylisoxazole; 
3-(3<:yano-4-methylphenyl)-4-[3,6-difluoro-^^^ 
50 3-(4-cyano-3-methylphenyl)^-[3 J 6-difluoro-4-(methylsu!fonyl)phenyl]-5-fluorom 
3-(3-chloro-4-methoxyphenyl)-4-[3,6>difluoro-4-(methylsulfonyl)phenyl]-5-fluorom 
3-(4-chloro-3-methoxyphenyI)-4-[3,6-difiuo^ 

3-(2-methylpyridin-6-yl)-4-[3 : 6-difluorp-4-(methylsulfonyl)phenyl]-5-fluoromethy 
3-(2-methylthiazol-4-yl)-4-[3 J 6-difluoro-4-(methylsulfonyl)phenyl]-5-fluorome 

55 3-(4-methylthiazol-2-yl)-4-[3,6-difluoro^ 

3-(2-methylpyridin-3-yl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyH 

3-(2-methylpyridin-3-y!)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-5-fluor^ 

3-(3-pyridinyl)-4-[3,6-difluoro-^ 
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3_(5- me thylpyridin-3-yl)-4^ 

3-(2-methylpyridin-3-yl)-443 : 6-difluoro-4-(methylsulfonyl)phenyl]-54luorom 

3-cyclohexyl-443 ? 6-difiuoro-4-(methylsulfonyl)phenyl)-5-tluoromethylisoxazole; 

3-cyclopentyl-4-[3,6-difluoro-4-(methylsulfonyI)phenyl]-5-fluoromethylisoxazole; 

3-phenyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl] -5-difluoromethylisoxazole; 

3-(3-chloro-5-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difl^ 

3-(3-fluoro-5-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazo 

3-(3-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluorometh 

3-(4-chlorophenyl)-443 ) 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxa^ 

3-(3-bromophenyl)-4-[3,5-dif!uoro-4-(m^ 

3-(4-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyli 

■3-(3,5-difluorophenyl)-4-[3,5-difluo^ 

3-(4 : fluorophenyl)-4-[3,5-difluoro-4-(m^ 

3-(4-methylphenyl)-4-[3,5-difluoro-4-(m 

3-(3HTiethylphenyl)-443,5-dffluoro-4-(m 

3-(3-bromo-5-methylphenyl)-4-[3 } 5-dltluoro-4-(methylsulfonyl)phenyl]-5-difluoro^ 
S-^^-dichlorophenylH^S.S-difluoro^-^ 

3-(3,4-dibromophenyl)-443,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluorom 
3-(3,4-dif1ubrophenyl)-4-[3,5-difluoro-4-(m 

3-(3,5-dichlorophenyl)-443 ! 5-difluoro-4-(methyisulfonyl)phenyl]-5-difluoromethylB 

S-^S-dibromophenylH^S^Iifluoro^m^ 

S-^S-difluorophenyl^-^S-difl^ 

3-(3-chtoro-4-fluorophenyt)*4-[3 ! 5-difluoro-4-(methylsulfonyl)phenyi]-5-difluoromethylis 

3-(3-chloro-4-methylphenyl)-4-[3 I 5-diftuoro-4-(methylsulfonyl)phenyl]-5-dm 

3-(3-bromo-4-methylphenyl)-443,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluorome 

3-(3,5-difluoro-4-methyiphenyl)-4-[3,5^ 

3-(3,4-dimethylphenyl)-4-[3,5-difluoro-4-(m 

3-(4-trifluoromethoxyphenyl)-443 } 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyl 

3-(3-methyl-4-trif1uoromethoxyphenyl)^ 

3-(4HTiethyl-3-trifluoromethoxyp 

3-(3<nethyl-4-trifluoromethoxyph^^ 

3-(4-methyl-3-trifiuoromethoxyphen^ 

3-(3-cyano-4-methylphenyl)-4^3 ; 5-difluoro-4-(methylsu[tonyl)phenyl]-5-difluoromethylisoxazo 
3-(4-cyano-3-methylphenyl)-4-[3,5-difluoro^ 

3-(3-cyanophenyl)-4-[3,5-difluoro-4-(methyisulfonyl)phenyl]-5-difluoromethylisoxa 

3-(4-cyanophenyl)-4-[3 ! 5-difluoro-4-(methylsuifonyI)phenyl]-5-difluoromethylisoxazole; 

3-(3-chloro-4-methoxyphenyl)-4^ 

3-(4-chloro-3-methoxyphenyl)-4-[3,5^^ 

3-(2nriethylpyridin-6-yl)-4-[3 : 5-dif^ 

3-(2HTiethylthiazol-4-yl)-4-[3,5-difl^^ 

3-(4-methylthiazol-2-yl)-4-[3,5-di^ 

3-(2-methylpyridin-3-yl)-4-[3 : 5-difl^^ 

3-(2<nethylpyridin-3-yl)-4-[3 : 5-difluoro^ 

3-(3iDyridinyl)-4-[3,5-difluoro-4-(m^ 

3-(5-methylpyridin-3-yl)-4-[3 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluorometh 

3-(2-methylpyridin-3-yl)-4-[3 : 5-difluoro-4-(methylsulfonyi)phenyl]-5-difluorom 

S-cyclohexyl^-tS^-difluoro^^methylsulfony^phenyll-S-difluoromethylisoxazole; 

3-cyclopentyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyiisoxazole; 

S-phenyi^S^-difluoro^-tmethylsulfonyOphenylhS-methyiisoxazole; 

3-(3-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; . 

3-(4-chlorophenyl)-4-[3 : 6-difluoro^ 

S^S-bromophenyO^S^-difluoro^-fmethylsulfonyOphenyll-S-methylisoxazole; 

3-(4-bromophenyl)-4-[3 } 6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(3-fluorophenyl)-4-[3,6-difluoro-4-(methylsu1fonyl)phenyl]-5-methylisoxazole; 

3-(4-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(3-methylphenyl)-4-f3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(4-methylphenyl)-443,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

S^S-cyanophenyO^-tS^-difluoro^^methylsulfonyOphenyn-S-methylisoxazole; 
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3-(4-cyanophenyl)-4-[3,6-difluo^ 
3-(3-trifluoromethylphenyl)^^ 
3-(4-trifluoromethytphenyl)^ 
3-(34rifluoromethoxyphenyl)-4-[3,6-difl^ 

3-(4-trifluoromethoxyphenylH-t3,6-difluoro-4-(methylsulfonyl)phenyl]-5-meth^ 

3-(3 J 4-dichlorophenyl)-4-[3 ? 6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxaz^^ 

3-(3,4-dibromophenyl)-4-[3 t 6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxaz 

S^S^-difluorophenyO^^S.e-difluoro^-JmethylsulfonylJphenylJ-S-methylisoxazole; 

3-(3 ; 5-dichlorophenyl)-4-[3,6-difluoro^ 

3-(3 } 5-dibromophenylH-[3,6-difluoro-4-(methylsutfonyl)phenyl]-5-methylisoxazol^ 

3-(3,6-difluorophenyl)-4-[3,6<Jifluoro^ 

3-(3,4-dimethylphenyl)-4-[3,6-difluoro^^ 

3-(3,5-dimethylphenyl)-4^3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 
3 -(3-methyl-4-chlorophenylH-[3,6-difluoro-4-(methylsulfonyl)phenyl)-5-met 
3-(4-methyl-3-chlorophenyl)-4^ 

3-(3-methy!-4-fluorophenyl)4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methyH 

3-(4-methyl-3-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methy^ 

3-(3-methyl-4-bromophenyl)-4>[3 ; 6-difluoro-4-(methylsutfonyl)phenyl]-5-m 

3-(4-methyl-3-bromophenyi)-4-[3 ! 6-difluoro-4-(methylsutfonyl)phenyl]-5-methylis^^ 

3-(3-methyl-4-trifluoromethylphenyl)-4-[3 J 6-difluoro-4-(methylsulfonyl)phenyl]-5 

3-(4-methyl-3-trifluoromethylphenyl)-4-[3 ! 6-difluoro-4-(methylsulfonyl)ph 

3.(3. m ethyl-44nfluoromethoxyphenyl)-4-[3 J 6-difluoro^-(methylsulfonyl)phen 

3-(4-methyl-3-trifluoromethoxyphenyl)-4-[3 5 6-difluoro-4-(methylsulfonyl)phenyl]-^ 

3-(3-cyano-4-methylphcnyl)-443,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(4-cyano-3-methyiphenyl)-4-[3,6^ 

3-(3-chloro-4-methoxyphenyl)-4-[3,6-di^ 

3-(4-chloro-3-methoxyphenyl)-4-[3,6-difluoro 

3-(2-methylpyridin-6-yl)-4-[3 : 6<lifluo^ 

3-(2-methylthiazol-4-yl)-4-[3,6-difluoro^ 

3-(4-methylthiazol-2-yl)-4-[3,6-difl^ 

3-(2-methylpyridin-3-yl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 
3-(2-methylpyridin-3-yl)-443 ; 6-difluor^^ 

3-(3-pyridiny!)-443,6-difiuoro-4-(methylsulfonyl)phenyi]-5»methylisoxazole; 

3-(5-methylpyridin-3-yl)-4-[3 ; 6-difluoro^ 

3-(2-methylpyridin-3-yl)-4-^ 

S-cyclbhexyl^-fS^-difluoro^^methylsulfonyOphenyll-S-methylisoxazole; 
3-cyctopentyl-4-[3 } 6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 
2 : 5-difluoro-4-t3-phenyl-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 
2,5<Jifluoro-4-[3-(3<;hlorophenyl)-5-hyd 

2 ! 5-difluoro-4-[3-(4-chlorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide 
2,5-difluoro-4-[3-(3-bromophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(4-bromophenyl)-5-hydroxymethylisoxazoh4-yl]benezenesulfonamide; 
2,5<iifiuoro-4-[3-(3-fluorophenyl)-5-hyd 

2,5-difluoro*4-[3-(44luorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3-methylphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonami 

2,5-difluoro-4-f3-(4-methylphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonarriide; 

2,5-difluoro-4-[3-(3^yanophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(4-cyanophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3-trifluoromethy]phenyl)-5-hydroxymethylisoxa2ol-4-yl]benezenesu . 

2,5<iifluoro-4-[3-(4-trifluoromethylph^^ 

2 > 5-difluoro-4-[3-(3-trifluoromethoxyphenyl)-5-hydroxymethylisoxazol-4-yl]benezen 

2,5-difiuoro-4-[3-(44rifluoromethoxyphenyI)-5-hydroxymethylisoxazol-4-yl]benezenesulfon 

2,5-difluoro-4-[3-(3 J 4-dichlorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3,4-dibromophenyl)-5-hydroxymethy!isoxazol-4-yl]benezenesulfonamide; 

2 ! 5-difluoro-4-[3-(3 ! 4-difluorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamid 

2,5-difluoro-4-[3-(3 } 5-dichlorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3,5-dibromophenyl)-5-hydro^ 

2 s 5-difluoro-4-[3-(3,5-difluorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 
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2,5-difluoro-443-(3 : 4-dimethylphenyl)-5-hydroxymethylisoxa2ol-4-yl]benezenesulfonamide; 
2,5-difluoro-443-(3 f 5-dimethylphenyl)-5-hydroxymethy|jsoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(3-methyl-4-chlo^ 

2,5-difluoro-4-[3-(4-methyl-3-chlorophenyl)-5-hydroxymethylisoxazo}-4-yl]beneze^ 

2,5-difluoro-4-[3-(3-methyl-4-fluorophenyl)-5-hydroxymethylisoxazol-4-yl]^ 

2,5-difluoro-4-[3-(4-methyl-3-fluorophenyl)-5-hydroxymethy!isoxazol-4-yl]benezenes^ 

2,5-difluoro-4-[3-(3-methyl-4-bromophenyl)-5-hydroxymethyiisoxazol-4-yl]benezenesulf^ 

2 ! 5-difluoro-4-[3-(4-methyl-3-bromoph^^ 

2.5-difluoro-4-[3-(3-methyl-44rilluoromethylphenyl)-5-hydroxymethylisoxazol-4-yl]benezen 

2 ! 5-difluoro-4-[3-(4^Tiethyl-34rifluorom^ 

2 : 5-dif!uoro-4-[3-(3-methyi-44rifluoro^ 

2 : 5-difluoro-4-[3-(4-methyl-34rif!uoromethoxyphenyl)-5-hydroxymethylisoxazol-4^ 

2 t 5-difluoro-4-[3-(3-cyano-4-methylphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesultonamide; 

2 : 5-difluoro-4-[3-(4-cyano-3-methylphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfon 

2.5-difluoro-4"[3-(3-chloro-4-methoxyphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfon 

2.5-difluoro-4-[3-(4"Chloro-3-methoxyphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfon 

2.5-difluoro-4-[3-(2-methylpyridin-6-yl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2.5-difluoro-4-[3-(2-methylthiazol^^ 

2.5-difluoro-4-[3-(4-methylthiazol-2-yl)-5-hydroxymethylisoxazol-4-yl)benezenesulfonamide; 

2.5-difluoro-4-[3-(2-methylpyridin-3-yl)-5 : hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2.5-difiuoro-4-[3-(2-methylpyridin-3-y!)-5-hydroxymethylisoxazol-4-yl]benezenesulfonami 

2.5-difluoro-4-[3-(3-pyridinyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2.5-difluoro-4-[3-(5-methylpyridin-3-yl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2 : 5-difluoro-4-[3-phenyl-5-methylisoxazol-4-yl]benezenesu}fonamide; 

2 ; 5-difluoro-4-[3-(3-chlorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 : 5-difluoro-4-[3-(4-chlorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; . 

2 : 5-difluoro-4-[3-(3-bromophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 : 5-difluoro-4-[3-(4-bromophenyl)-5-methylisoxazol-4-yl]benezenesulfonarnide; 

2,5-difiuoro-4-[3'(3-fluorophenyl)-5-methylisoxazol-4-yl]benezenesutfonamide; 

2 ; 5-dif!uoro-4-[3-(4-fluorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2.5-difiuoro-4-[3-(3-methylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 : 5-difluoro-4-f3-(4-methylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 : 5-difluoro-4-[3-(3-cyanophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 : 5-difluoro-4-[3-(4-cyanophenyl)-5-methylisoxazo}-4-y!]benezenesulfonamide; 

2 : 5-difluoro-4-[3-(34rifluoromethylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 ! 5-difluoro-4-[3-(44rifluoromethy1^ 

2 : 5-difluoro-4-[3-(34rifluoromethoxyphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 : 5-difluoro-4-[3-(44rifluoromethoxyphenyl)-5-methylisoxazol-4-yl]benezenesulfonam 

2 : 5-difiuoro-4-[3-(3 ) 4-dichlorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 ! 5-difluoro-4-[3-(3 J 4-dibromophenyl)-5-methy!isoxazol-4-yl]benezenesLilfonamide; 

2 ! 5-difluoro-4-[3-(3,4-difluorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 ! 5-difluoro-4-[3-(3,5-dichlorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 ! 5-difluoro-4-[3-{3 3 5-dibromophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 : 5-difluoro-4-[3-(3 ! 5-difluorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluorO"4-[3-(3,4-dimethylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,5-difiuoro-4-[3-(3,5-dimethylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 ; 5-difluoro-4-[3-(3-methyl-4-chlorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; • 

2 ! 5-difluoro-4-[3-(4-methyl-3-chlorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 J 5-difluoro-4-[3-(3-methyl-4-fluoropheny!)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 ! 5-difluoro-4-[3'(4-methyl-3-fluorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3-methyl*4-bromophenyl)-5-methylisoxazoi-4-yl]benezenesulfonam 

2 J 5-difluoro-4-[3-(4-methyl-3-bromophenyl)-5-methylisoxazol-4-yl]benezenesuffonamide; 

2,5-difluoro-4-[3-(3-methyl-4-trifluoromethylphenyl)-5-methylisoxazol-4-yl]benezenesulf^ 

2,5-drfluoro-443-(4-methyl-34rifluoromet^^ 

2,5-difluoro-4-[3-(3-methyl-44rifluoromethoxyphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(4-methyl-34rifluoromethoxyph^ 

2,5-difluoro-4-[3-(3-cyano-4-methylphenyl)-5-methyllsoxazol-4-yl]benezenesu!fonamide; 
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2.5-difluoro-4-[3-(4-cyano-3-methylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-443-(3-chloro^-methoxyphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2!5-difluoro-4-[3-(4^hloro-3-methoxyphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide 

2,5-difluoro-4-[3-(2-methylpyridin-6-yl^^ 

2 J 5-difluoro-4-[3-(2-methylthiazol-4-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(4-methylthiazol-2-yl)-5-methylisoxazol-4-yl]benezenesulfonam 

2,5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 J 5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 ! 5-difluoro-4-[3-(3-pyridjnyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(5-methylpyridin-3-yl)-5-methylisoxazol-4-yl]benezenesuif^ 

2 : 5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-methylisoxazol-4-yl]benezenesultonamide 

2,5-difluoro-4-[3-phenyl-54rifluoromethy}isoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3-chlorophenyl)-5-trifluoromethylisoxazol-4-yi]benezenesulfon 

2,5-difluoro-4-t3-(4-chlorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonam . 

2,5-difluoro-4^3-(3-bromophenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(4-bromophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonam 

2,5-difluoro-4-[3-(3-fluorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 ) 5-difluoro-4-[3-(44luorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3-methylphenyl)-5-trifluoromethylisoxazoM-yl]benezenesulfonamide; 

2 : 5-difluoro-4-[3-(4-methylphenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3-cyanophenyl)-5-trifluoromethylisoxazo!-4-yl]benezenesulfonamide 

2 ; 5-difluoro-4-[3-(4-cyanophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 1 5-difluoro-4-[3-(3-trifluoromethy!phenyl)^^ 

2,5-difluoro-4-[3-(44rifluoromethylphenyl)-5-trifluoromethylisoxazol-4-y[]benezen 

2 ! 5-difluoro-4-[3-(34rifluoromethoxyphenyl)-5^^^ 

2 ! 5-difluoro-4-[3-(44rifluorometho^ 

2 ! 5-difluoro-4-[3-(3 J 4-dichlorophenyl)-5-trifluoromethylisoxazol-4-yl]ben 
2 J 5-difluoro-4"t3-(3,4-dibromophenyl)-54rifluoromethylisoxazol-4-yl)benezenesulfonamide; 

2,5-difluoro-4-[3-(3,4-difluorophenyl)-5-trift^ 

^.S-difluoro^-tS^S.S-dichlorophenyl^S-trifluoromethylisoxazoM-ylJbenezenesuK^ 

2 ! 5-difluoro-4-[3-(3 ! 5-dibromophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide^ 

2 t 5-difluoro-4-[3-(3 s 5-difluorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesu 

2,5<iifluoro-4-[3-(3,4-dimethylphenyl)-5-t^ 

25Hjifluoro-443-(3,5-dimethylphenyl)^ 

2,5-difluoro-4-t3-(3-methyl-4-chlorophenyl)-5-trifluoromethylisoxazol-4-yl]b 

2!5-dif!uoro-4-[3-(4-methy!-3-chloro 

2,5-difluoro-4-[3-(3-methyl-4-f!uoropher^^^ 

2 ; 5-difluoro-443-(4-methyl-3-fluorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfon 
2,5-difluoro-4-[3-(3-methyl-4-bromopheny0^^ 

2 5 5-difluoro-4-[3-(4-methyl-3-bromophenyl)-5-trifluoromethylisoxazol-4-yl]benezen 

2!5-difluoro-4-[3-(3-methyl-4-trifluoromethylphenyl)-5-trifluoromethylisoxazol>4 

2 1 5-difluoro-4-[3-(4-methyl-3-trifluoro^ 

2,5-difluoro-4-[3-(3-methyl-44rifluoro^ 

2^5<Jifluoro-4-[3-(4-methyl-3-trif^ 

2,5-difluoro-4-[3-(3-cyano«4-methylphenyl)-5-trifluoromethylisoxazol-4-yl]ben 

2 ! 5-dif1uoro-4-[3-(4-cyano-3-methylp^ 

2,5<lifluoro-4-[3-(3-chloro-4HTiethoxyph 

2,5-difluoro-4-[3-(4-chloro-3-methoxyphenyl)-5-trifluoromethylisoxazol-4-yl]benezen 

2 J 5-difluoro-4-[3-(2-methylpyridin-6-yl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonam 

2,5-difluoro-4-[3-(2-methylthiazol-4-yl)^^ 

2,5-difluoro-4-[3-{4-methylthiazol-^ 

2,5<lifluoro-4-[3-(2-methylpyridin-3-yl)-5-^^^ 

2,5-difluoro-443-(2-methylpyridin-3-yl)-54rm^ 

2,5-difluoro-443-(3-pyridinyl)-54rifluoromethylisoxazol-4-yl]benezenesulfonamide;" * ' ' - * 

2,5-difluoro-4-[3-(5-methylpyridin-3-yl)-5^ 

2 ! 5-difluoro-443-(2-methylpyridin-3^ 

and the pharmaceuticaiiy-acceptable salts, tautomers and prodrugs thereof. 



39 



1251126A2 I > 



EP1 251 126 A2 



Furanones 



r00661 In still another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises 
administering to the subject a therapeutical ly-effective amount of one or more compounds selected from a subclass 
of compounds of Formula I corresponding to Formula V: 
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wherein substituents X, n, R 1S , R 14 and have the same definitions and sub-definitions as substituents X, n, 
R\ R3 and R2, respectively, set forth above for the compounds of Formula I, and the pharmaceutical ly- acceptable 
25 salts, tautomers and prodrugs thereof. 

[0067] Within this subclass of compounds, a preferred group of compounds consists of those compounds of Formula 

VA and VB: 
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wherein R 13 , R 14 and R 15 are as defined above, and the pharmaceutically-acceptable salts, tautomers and pro- 
drugs thereof. 

[0068] Within this subclass of compounds, a more preferred group of compounds consists of those compounds of 
Formula VC: 
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VC 



and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. 
Preferably, (a) one fluoro radical is present at the 2-position and the other fluoro radical is present at the 5-position, or 
(b) one fluoro radical is present at the 2-position and the other fluoro radical is present at the 3-position, or (c) one 
fluoro radical is present at the 3-position and the other fluoro radical is present at the 5-position. 
25 [0069] Preferred species within this subclass include, but are not limited to: 

2 ! 5-difluoro-4-[4-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2,5-difluoro-4-[4-(3-chlorophenyl)-5-oxo-2,5-dihydro-3-furany!]benzenesulfonamide; 

2,5-difluoro-4-[4-(4-chlorophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 
30 2,5-difluoro-4-[4-(3-bromophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2 ! 5-difluoro-4-[4-(4-bromophenyl)-5-oxo-2 f 5-dihydro*3-furanyl]benzenesulfonamide; 

2 ! 5-difluoro-4-[4-(3-fluorophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2 J 5-difluoro-4-f4-(4-fluorophenyt)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2 ) 5-difluoro-4-[4-(3-methylphenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 
35 2,5-difluoro-4-t4-(4-methylphenyl)-5-oxo-2 ! 5-dihydro-3-furanyl]benzenesulfonamide; 

2,5-difluoro-4-[4-(3-cyanophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2 ; 5-difluoro-4-[4-(4-cyanophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2!5-difluoro-4-[4-(3-trifluoromethylphenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2!5-difluoro-4-[4-(4-trifjuoro^ 
40 2,5-difluoro-4-[4-(3-trifluoromethoxyphenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2,5-difluoro-4-[4-(4-trifluoromethoxyphenyl)-5-oxo-2 J 5-dihydro-3-furanyl]benzenesulfonamide; 

2 J 5-difluoro-4-[4-(3,4-dichlorophenyl)-5-oxo-2 } 5-dihydro-3-furanyl]benzenesulfonamide; 

2 ; 5-difluoro-4-[4-(3 } 4-dibromophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2,5-difluoro-4-[4-(3,4-difluorophenyj)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 
45 2 J 5-difluoro-4-[4-(3,5-dichlorophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2,5-difluoro-4-[4-(3,5-dibromophenyl)-5-oxo-2 ) 5-dihydro-3-furanyl]benzenesulfonamide; 

2,5-difluoro-4-[4-(3 ! 5-difluorophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2 J 5-difluoro-4-[4-(3 ! 4-dimethylphenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2,5-difluoro-4-[4-(3,5-dimethylphenyl)-5-oxo-2 J 5-dihydro-3-furanyl]benzenesulfonamide; 
50 2!5-difluoro-4-[4-(3-methyl-4-chlorophenyl)-5-oxo-2,5-dihydro-3-furanyl)benzenesulfonamide; 

2,5-difluoro-4-[4-(4-methyl-3-chlorophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2,5-difluoro-4-[4-(3-methyl-4-fluorophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2,5-difluoro-4-[4-(4-methyl-3-fluorophenyl)-5-oxo-2 } 5-dihydro-3-furanyl]benzenesulfonamide; 

2,5-difluoro-4-[4-(3-methyl-4-bromophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 
55 2,5-difluoro-4-[4-(4-methyl-3-bromophenyl)-5-oxo-2 s 5-dihydro-3-furanyl]benzenesulfonamide; 

2 > 5-difluoro-4-[4-(3-methyl-4-trifluoromethylphenyl)-5-oxo-2 ) 5-dihydro-3-furanyl]benzenesulfonamide; 

2!5-difluoro-4-[4-(4-methyl-3-trifluoro 

2!5-difluoro-4-[4-(3-methyl-4-trifluoromethoxypheny!)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 



41 



BNSDCC1D: <EP 125n26A2_l_> 



EP 1 251 126 A2 



2 5-difluoro-4-[4-(4-methyl-3-t^ 

2'5-difluoro-4-[4-(3-cyano4-methylphenyl)-5-oxo-2,5-dihydro-3-furanyl]benz^ 
25-difluoro-4-[4,(4-cyano-3-methylphenyl)-5-oxo-2..5-dihydro-3-furan 

2 5-difluoro-4-[4-(3^hloro-4-methox^ 

2!5-difluoro-4-[4^(4-chloro-3-methoxyphenyl)-5-oxo-2,5-dihydro-3-furanyl]ben 
2|5-difluoro-4-[4-(2-methylpyrtf^ 

2!5-difluoro-4-[4-(2-methylthiazol-4-yl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonam 
2.5-difluoro-4-[4-(4-methylthiazol-2-yl)-5-oxo-2,5-dihydro-3-furanyU 

2!5-difluoro-4-[4-(2-methylpyridin-3-yl)-5-oxo-2 ! 5-dihydro-3-furanyl]benzenesulfonam : 
2,5<iifluoro-4-[4-(2-methylpy^ 

2'5-difluoro-4-[4-(3-pyridinyl)-5-oxo-2 5 5-dihydrO'3-furanyl]benzenesulfonamide; 
2^ifluoro-4-[4-(5-methylpyridin^^ 

2,5-d[fluoro-4-[4-(2-methylpyridin-3-yl)-5-oxo-2 : 5-dihydro-34uranyl]benzenesulfonamide; 

2,5-difluoro-4^4-cyclohexyl-5-oxo-2,5-dihydro-3-furanyi]benzenesulfonamide; 

2!5-difluoro-4-[4-cyclopentyl-5-oxo-2,5-dihydro-3-turanyl]benzenesuIfonamide; 

3-phenyl-4-i3,5-difluoro-4-(methy!sulfonyl)phenyl]-2(5H)-furanone; 

3-(3-chlorophenyl)-4-[3 ) 5-difluoro-4-(methylsultonyl)phenyl]-2(5H)-furanone; 

3.(4-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl)-2(5H)-furanone; 

3-(3-bromophenyl)-4-[3,5-difluoro-4-(methylsultonyl)phenyl]-2(5H)-furanone; 

3-(4-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(3-fluorophenyl)^-[3 5 5-difluoro^-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(4-fluorophenyl)-4-[3 5 5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(3-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(4-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(3-cyanopheny1)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(4-cyanophenyl)-4-[3,5-difluoro-4-(inethylsulfonyl)phenyl]-2(5H)-furanone; 

3-(3-trifluoromethylphenyl)-443 ) 5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-fura 

3-(4-trifluoromethyiphenyl)-443,5-difluoro-4.(methylsulfonyl)phenyl]-2(5H)-furanone^ 

3-(34rifluoromethoxyphenyl)-443,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

' 3-(4-trmuoromethoxypheny1)-4-[3,5^ 

3-(3.4-dichlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]*2(5H)-furanone; 
3-(3,4-dibromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furan 
3-(3 } 4-difluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furano 
S^sls-dichlorophenylH-lS.S-difluoro^-CmethylsulfonyOphenyll^tSHHuranone; 

3-(3'5.dibromophenyl)-4-[3,5-dlfluoro-4-(methylsulfonyl)phenyl]-2(5H'H 
3*(3!5-difluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone^ 

3-(3,4'dimethylphenyl)-4-[3,5-difluoro-4-(methylsu!fonyl)phenyl]-2(5H)4uran 
3-(3!5-dimethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 
3-(3-methyl-4-chlorophehyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furan 
-■ 3-(4-methyl-3-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5HH^ 

3-(3-methyl-4-fluorophenyl)-4-[3 ) 5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(4<nethyl-3-fluorophenyl^ 
3-(3-methyl-4-bromophenyl)-4-[3,5^ 
3-(4-methyl-3-bromophenyl)-4-^^ 
3-(3-methyl-4-trifluoromethylpte^ 

3-(4-methyl-3-trifluoromethylphenyl)-4-[3 ) 5-difluoro-4-(methylsulfonyl)p 

3-(3-methyl-4-trifluoromethoxyp^ 

3-(4-methyl-3-trifluoromethoxyp^ 

3-(3-cyano-4-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-fura^ 
3-^-cyano-3-methylphenyl)-443,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-fura^ 
3-(3-chloro-4-methoxyphenyl)^-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furano 

3-(4-chloro-3-methoxyphenyl)-4^ 

3-(2-methylpyridin-6-yl)-443 : 5-dif!uoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 
3-(2-methylthiazol"4-yl)-443 ? 5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 
3-(4-methylthiazol-2-yl)-4-[3,5-difluoro-4-(methy!sulfonyl)phenyl]-2(5H)-furanone; 
3-(2-methylpyridin-3-yl)-4-[3 : 5-difJuoro-4-(methylsulfonyl)phenyl]-2(5H)*furanone; 
3-(2-methylpyridin-3-yl)-4^3 I 5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 
3-(3-pyridinyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 
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3-(5-methylpyridin-3-yl)-4-[3 : 5-difluoro^ 
3-(2-methy1pyridin-3-yl)-4-p^ 

3-cyclohexyl-4-[3.5-difluorO"4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-cyclopentyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

2,6-djfluoro-4-[4-5-oxo-2 s 5-dihydro-3-furanyl]benzenesulfonamide; 

2 : 6-difluoro-4-[4-(3-chiorophenyl)-5-oxo-2 s 5-dihydro-3-furanyl]benzenesulfonamide; 

2 : 6-difluoro-4-[4-(4-chlorophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2 : 6-difluoro-444-(3-bromophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2 ! 6-difluoro-4-[4-(4-bromophenyl)-5-oxo-2 s 5-dihydro-3-furanyl]benzenesuitonamide; 

2 : 6-difluoro-4-[4-(3-fluorophenyl)-5-oxo-2 : 5-dihydro-3-furanyl]benzenesulfonamide; 

2 ! 6-difluoro-4-[4-(4-fluorophenyl)-5-oxo-2 1 5-dihydro-3-furanyl]benzenesulfonamide; 

2 : 6-difluoro-4-[4-(3-methylphenyl)-5-oxo-2 ! 5-dihydro-3-furanyl]benzenesulfonamide; 

2 J 6-difluoro-4-[4-(4-methylphenyl)-5-oxo-2,5-dihydro-3-furanyl)benzenesulfonamide; 

2 } 6-difluoro-4-[4-(3-cyanophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2 : 6-difluoro-4-l4>(4-cyanophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2*6-difluoro-4-(4-(34rifluoromet^ 

2 I 6-di«uoro-4-[4-(4-trifluoromethylphenyl)-5-oxo-2 1 5-dihydro-3-furanyl]benzenesulfonam 

2 s 6-difluoro-4-|4-(3-trifluoromethoxyphenyl)-5-oxo-2 f 5-dihydro-34uranyl]benzenesulfonam 

2,6-difluoro-4-[4-(4 : lrifluoromeLhoxyphenyl)-5-oxo-2,5-dihydro-3-furany!]benzenesulfonamide; 

2,6-difluoro-4-[4-(3.4-dichlorophenyl)-5-oxo-2 } 5-dihydro-3-furanyl]benzehesulfonamide; 

2,6-difluoro-4-14-(3.4-dibromophenyl)-5-oxo-2,5-dihydro-3-furanyf]benzenesulfonamide; 

2 s 6-difluoro-4-[4-(3.4-difluorophenyl)-5-oxo-2 I 5-dihydro.-3-furanyl]benzenesulfonamide; 

2 ! 6-difiuoro-4-[4-(3.5-dichlorophenyI)-5-oxo-2 > 5-dihydro-3-furanyl]benzenesulfonamide; 

2 5 6-difluoro-4-[4-(3 : 5-dibromophcnyl)-5-oxo-2 J 5-dihydro-3-furany!]benzenesulfonamide; 

2 I 6-difluoro-4-[4-(3 ; 5-difluorophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2 ) 6-difluoro-4-[4-(3,4-dimethylphenyl)-5-oxo-2,5-dihydro-3-furanyl]behzenesulfonamide; 

2,6-difluoro-4-[4-(3,5-dimethylphenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonarnide; 

2,6-dmuoro-4-[4-(3-methyl-4-chlorophenyl)-5-oxo-2 } 5-dihydro-3-furanyl}benzenesulfonam 

2 J 6-difluoro-4-[4-(4-methyl-3-chlorophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonam 

2,6-difluoro-4-[4-(3-methyl-4-fluoroph^^ 

2 s 6-difluoro-4-[4-(4-m'ethyl-34luorophenyl)-5-oxo-2,5-dihydro-3-furanyl]ben 
2,6-difluoro-4-[4-(3-methyl-4-bromoph^^ 

2,6-difluoro-4-[4-(4-methyl-3-bromophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfona 

2^6-difluoro-4-[4-(3-methyl-4-trifluorometo^ 

2'6-difluoro-4-[4-(4-methyl-3-trifluoro^ 

2,6-difluoro-4-[4-(3-methyl^^ 

2!6-difluoro-4-[4-(4-methyJ-34rifluoromethoxyphenyl)-5-oxo-2,5-dihydro-^ 

2,6-difluoro-4-[4-(3-cyano-4-met^^ 

2 } 6-difluoro-4r[4-(4-cyano-3-methylphe^^ 

2,6-difluoro-4-[4-(3^hloro-4-methoxyphenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesu^^ 

2!6-difluoro-4-[4-(4-chloro-3-methoxyphenyl)-5-oxo-2 ! 5-dihydro-3-furanyl]benzenesul^^ 

2 } 6-difluoro-4-[4-(2-methylpyridin-6-yl)-5-oxo-2 5 5-dihydro-3-furanyl]benzenesu^ 

2,6-difluoro-4-[4-(2-methylthiazol-4-yl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfon 

2 ) 6-difluoro-4-[4-(4-methylthiazol-2-yl)-5-oxo-2,5-dihydro-3-turanyl]benzenesul^^ 

2,6-difluoro-4-[4-(2-methylpyridin-3-yl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2,6-difluoro-4-[4-(2-methylpyr^ 

2,6-difluoro-4-[4-(3-pyridinyl)-5-oxo-2 J 5-dihydro-3-furanyl]benzenesulfonamide; 

2 J 6-difluoro-4-[4-(5-methylpyridin-3-yl)-5-oxo-2 ! 5-dihydro-3-furanyl]benzenesutfonam 

2 J 6-diflubro-4-[4-(2-methylpyridin-3-yl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonam 

2 s 6-difluoro-4-[4-cyclohexyl-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2,6-difluoro-4-[4-cyclopentyl-5-oxo-2 ! 5-dihydro-3-furanyl]benzenesulfonamide; 

3-phenyl-4-t3,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(3-chlorophenyl)-4-[3,6-difluoro-^^ 

3-(4-chlorophenyl)-4-[3 J 6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 
3-(3-bromophenyl)-4-t3 5 6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 
3-(4-bromophenyl)-4-[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 
3-(3-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 
3-(4-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]"2(5H)-furanone; 
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S^a-methylphenylH-p.e-difluoro^-CmethylsulfonyOphenyll^lSHHuranone; 
S-tA-methylphenylH-p^-difluoro^-tmethylsulfonyOphenyO^lSHHuranone; 

3-(3-cyanophenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; -: 

3-(4-cyanophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(34ritluoromethylphenyl)-443,6-dif!uoro-4-(methylsulfony!)phenyl]-2(5H)-furanone; 

3-(4-trifluoromethylphenyl)-443.6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(3-trifluoromethoxyphenyl)-4-[3 ) 6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(44rifluoromethoxyphenylH-[3 } 6-difluoro^-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(3 4-dichloropheriyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

343^4-dibromophenyl)-4-[3,6-difluoro-44me 

3-(3Vdifluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 
3-(3 , 5-dichlorophenyl)-4-[3 ! 6-difluoro-4-(methylsulfonyl)phenyi]-2(5H)-furanone; 
3-(3'5-dibromophenyl)-4-[3 ! 6-difluoro-4-(methylsulfony!)phenyl]-2(5H)-furano 
S-CS^-difluorophenyO^.e-difluoro^^methylsulfonyOphenyll^lS^-furanone; 
■ 3-(3'4-dimethylpheny!)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 
3.(35-dimethylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

343l m ethyl-4-chlorophenyl)-443,6-difl^^^ 

3-(4-methyl-3-chlorophenyl)-4-[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanon 

3.(3-methyl-4-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(4.methyl-3-fluorophenyl)U43.6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3 .(s-methyl^-bromophenyO^-^^-difluoro^^nnethylsulfonyOphenyl] -2(5H)-furanone; . 

3-(4-methyl-3-bromophenyl)-443 ! 6-difluoro^4methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(34nethyl-4-trffluoromethylph^^ 
344-methyl-3-trifluoromcthylphcnyl)-4-[3 ; 6^^ 

343- methyl-4-trifluoromethoxypheny^^ 
3-(4-methyl'-3-trifluorom^ 

3-(3-cyano-4-methylphenyl)-443,6-difluoro-44methylsulfonyl)phenyl]-2(5H)-fu 

3-(4^yano-3-methylphenyl)-443 5 6-difluoro-44methylsulfonyl)phenyl]-2(5H)-furanone; 

3.(3-chloro-4-methoxyphenyl)-4-[3 ) 6-difluoro-4-(methylsulfony!)phenyll-2(5H)-furanone; 

344- chloro-3-methoxyphenyl)-443,6-difluoro-44methylsulfonyi)phenyl]-2(5H)4uranon 
342-methylpyridin-6-yl)-443 : 6-difluoro^4methylsulfonyl)phenyl]-2(5H)-furanone; 
342-methylthiazol-4-yl)-443,6-difluoro-44methylsulfonyl)phenyl]-2(5HHuranone; 
344.methylthiazol-2-yl)-443,6-difluoro-44methylsulfonyl)phenyl]-2(5H)-furanone^ 
3.(2-methylpyridin-3-yl)-443.6-difluoro^4rnethylsulfonyl)phenyl]-2(5H)-furanone; 

342- methylpyridin-3-yl)-443 ; 6'difluoro-4-(methylsulfonyl)phenyi]-2(5H)>furanone; 

343- pyridinylH43,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone;. 

345- methylpyridin-3-yl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 
342-methylpyridin-3-yl)-4-t3 : 6-difluoro-4-(methyisulfonyl)phenyl]-2(5H)-furanone; 
3-cyclohexyl-4-[3 5 6-difluoro-4-(methylsulfonyl)phenylh2(5H)-furanone; 
3-cyclopentyl-443,6-difluoro-44methylsulfonyl)phenyl]-2(5H)-furanone; 

and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. 

Cyclopentenes ~ 

[0070] In still another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises 
administering to the subject a therapeutically-effective amount of one or more compounds selected from a subclass 
of compounds of Formula I corresponding to Formula VI: 
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10 



.18 




15 



20 



25 



30 



35 



wherein substituents X, n, R 16 , R 17 and R 18 have the same definitions and sub-definitions as substituents X, n, 
R 1 , R 3 and R 2 , respectively, set forth above for the compounds. of Formula I, and the pharmaceuticalfy-acceptable 
salts, tautomers and prodrugs thereof. 

[0071 ] Within this subclass of compounds, a preferred group of compounds consists otthose compounds of Formula 
VIA: 




VIA 



wherein R 16 , R 17 and R 18 are as defined above, and.the pharmaceutical^ acceptable salts, tautomers and pro- 
drugs thereof. 

[0072] Within this subclass of compounds, a more preferred group of compounds consists of those compounds of 
40 Formula VIB: 



45 



50 




55 



VIB 



and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. 
Preferably, (a) one fluoro radical is present at the 2-position and the other fluoro radical is present at the 5-position, or 
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(b) one fluoro radical is present at the 2-position and the other fluoro radical is present at the 3-position, or (c) one 
fluoro radical is present at the 3-position and the other fluoro radical is present at the 5-posrtion. 
[0073] Preferred species within this subclass include, but are not limited to: 

5 2,6-difluoro-4-[2-phenylcyclopenten-1 -yl]benezenesulfonamide; 

2 : 6-difluoro-4-[2-(3-chlorophenyl)cyclopenten-1-yl]benezenesulfonamide; 
2,6-difluoro-4-[2-(4-chlorophenyl)cyclopenten-1-yl]bene2enesulfonamide; 
aie-difluoro^-^-IS-bromophenyOcyclopenten-l-yllbenezenesulfonamide; 
2 J 6-difluoro-4-[2-(4-bromophenyl)cyclopenten-1-yl]benezenesulfonamide; 
10 2!6-difluoro-4-[2-(3-fluorophenyl)cyclopenten-1-yl]benezenesulfonamide; 

2!6-difluoro-4-[2-(4-fluorophenyl)cyclopenten-i-yl]benezenesulfonamide; 
2',6-difluoro-4-[2-(3-methylphenyl)cyclopenten-1-yl]benezenesulfonamide; 
2^6-difluoro-4-[2-(4-methylphenyl)cyclopenten-1-yl]benezenesulfonamide; 
2 > 6-difluoro-4-[2-(3-cyanophenyl)cyclopenten-1-yl]benezenesulfonamide; 
15 2;6-difluoro-4-l2-(4'Cyanophenyl)cyclopenten-1-yl]benezenesulfonamide; 

2^6-dif iuoro-4'[2-(3-tritluoromethylphenyl)cyclopenten-1 -yl]benezenesulfonamide; 
2,6-difluoro-4-[2-(4-trifluoromethylphenyl)cyclopenten-1-yl]benezenesulfonamide; 
2,6-difluoro-4.(2-(3-trifluoromethoxyphenyl)cyclopenten-1-yl]benezenesulfonamide; 
2,6-diriuoro-4-[2-(44rifluoromethoxyphenyl)cyclopenten-1-yl]benezenesulfonamide; 
20 2,6-difluofO-4-[2-(3.4-dichlorophenyl)cyclopenten-1-yl]benezenesulfonamide; 

2!6-difluoro-4-[2-(3.4-dibromophenyl)cyclopenten-1-yl]benezenesulfonamide; 
2|6-difluoro-4-[2-(3.4-difluorophenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2,6-difluoro-4-[2-(3.5-dichlorophenyl)cyclopenten-1 -yl]benezenesulfonamide; 
2 s 6-difluoro-4-[2-(3.5-dibromophcnyl)cyclopenten- 1 -yljbenezenesulfonamide; 
25 2!6-difiuoro-4-[2-(3 : 5-difluorophenyl)cyclopenten- 1-yl]benezenesuifonamide; 

2,6-difluoro-442-(3 : 4-dimethylphenyl)cyclopenten-1-yl]benezenesulfonamide; 
2!6-difluoro-4-[2-(3 J 5-dimethylphenyl)cyclopenten-1 -yl]benezenesulfonamide; 
2,6-difluoro-4*[2-(3-methyl-4-chlorophenyl)cyclopenten-1-yl]benezenesulfonamide; 
2!6-difluor6-442-(4-methyl-3-chlorophenyl)cyciopenten-1-y!]benezenesulfonamide;. 
30 2> 6-difiuoro-442-(3-methyl-4-fluoropheny0cyclopenten-1-yl]benezenesulfonam 

2!6-difluoro442-(4-methyl-34luorophenyl)cyclopenten-Vyl]benezenesulfonamide; 
2,6-difluoro-4-[2-(3-methyl-4-bromophenyl)cyclopenten-1 -yl]benezenesulfonamide; 
2,6-difluoro-4-[2-(4-methyJ-3-bromophenyl)cyclopenten-1-yl]benezenesulfonamide; 
2,6-difluoro-4-[2-(3-methyl-4-trifluoromethylphenyl)cyclopenten-1 -yl]benezenesulfonamide; 
35 2 !6-difluoro-4-[2-(4-methyl-3-trifluoro^ 
2,6-difluoro-4-[2-(3-methyl-44rifluoro^ 

2 J 6-difluoro-4-[2-(4-methyl-34rifluoromethoxyphenyl)cyclopenten-1-yl]benezenesu^ 
2,6-difluoro-4-[2-(3-cyano-4-methylphenyl)cyclopenten-1-yl]benezenesulfonamide; 
2i6-difluoro-4-[2-(4<;yano-3-methylphenyl)cyclopenten-1-yl]benezenesulfonamide; 
40 2!6-difluoro-4-[2-(3-chloro-4-methoxyphenyi)cyclopenten-1 -yl]benezenesulfonarnide; 

2,6-difluoro-4-[2-(4-chloro-3-methoxyphenyl)cyclopenten-1-yl]benezenesulfonamide; 
2 J 6-difluoro-4-[2-(2-methylpyridin-6-yl)cyclopenten-1-yl]benezenesulfonamide; 

2,6-difluoro-4-l2-(2-methylth^^ 

2!6-difluoro-4-[2-(4-methylthiazol-2-yl)cyclopenten-1-yl]benezenesulfonamide; 
45 2!6-difluoro-4-[2-(2-methylpyridin-3-yi)cyclopenten-1 -y(]benezenesulfonamide; 

2,6-difluoro-4-[2-(2-methylpyridin-3-yl)cyclopenten-1-yl]benezenesutfonamide 

2 ) 6-difluoro-4-[2-(3-pyridinyl)cyclopenten-1-yl]benezenesulfonamide; 

2!6-difluoro-4-[2-(5-methylpyridin-3-yl)cyclopenten-1-yl]benezenesutfonamide; 

2,6-difluoro-4-[2-(2-methylpyridin-3-yl)cyclopenten-1 -yl]benezenesulfonamide; 
50 2,6-difluoro-4-[2-cyclohe)<ylcyclopenten-1-yl]benezenesulfonamide; 

S^-difluoro^-^-cyclopentylcyclopenten-l-yllbenezenesulfonamide; 

4-[5-phenyl-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 

4-[5-(3-chlorophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 

4-[5-(4-chlorophenyl)-1 ,4-cyclopentadienyl]-2 : 6-fluorophenyl methyl sulfone; 
55 -4-[5-(3-bromophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 

~ — * 4-[5-(4-bromophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 

4-[5-(3-fluorophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 

4-[5-(4-fluorophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
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4-[5-(3-methyiphenyl)-1 ,4-cyclopentadienyl}-2,6-fluorophenyl methyl sulfone; 
4-[5-(4-methylphenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3-cyanophenyl)-1 : 4-cyclopentadienyl]-2 ; 6-fluorophenyl methyl sulfone; 
4-[5-(4-cyanophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3-trifluoromethylphenyl)-1 /l-cyclopentadienylJ^S-fluorophenyi methyl sulfone; 
4-[5-(4-trifluoromethylphenyl)-1 ,4-cyclopentadienylJ-2,6-fluorophenyl methyl sulfone; 
4-[5-(3-trifluoromethoxyphenyl)-1 ,4-cyclopentadienyl]-2 : 6-fluorophenyl methyl sulfone; 
4-[5-(4-trifluoromethoxyphenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3 : 4-dichlorophenyI)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone.; 
4-[5-(3 : 4-dibromophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3 : 4-difluorophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3 : 5-dichlorophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3 : 5-dibromophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3 : 5-difluorophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-l5-(3 : 4-dimethylphenyl)-1 ,4-cyclopentadienylJ-2,6-fluoropheny1 methyl sulfone; 
4-[5-(3 : 5-dimethylphenyl)-1 3 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3-methyl-4-chlorophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(4-methyl-3-chlorophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3-methyl-4-fluorophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(4-methyl-3-fluorophenyl)-1 > 4-cyclopentadienyl]-2 l 6-fluorophenyl methyl sulfone; 
4-[5-(3-methyl-4-bromophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(4-methyl-3-bromophenyl)-1 : 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-{3-methyl-4-trifluoromethylphenyl)-1 J 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(4-mcthyl-3 -trifluoromethylphenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3-methyl-4-trifluoromethoxyphenyl)-1 ,4-cyclopentadienylJ-2,6-fluorophenyI methyl sulfone; 
4-[5-(4-methyl-3-trifluoromethoxyphenyl)-1 J 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5,(3-cyano-4-methy!phenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(4-cyano-3-methylphenyl)-1 ,4-cyclopentadienyl]-2 5 6-fluorophenyl methyl sulfone; 
4-[5-(3-chloro-4-methoxyphenyl)-1,4-cyclopentadienyl]-2,6-fluorophenyi methyl sulfone; 
4-[5-(4-chloro-3-methoxyphenyl)-1 ,4-cyc1opentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(2-methylpyridin-6-yl)-1 : 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(2-methylthiazol-4-yl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
~ 4-[5-(4-methylthiazol-2-yl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(2-methyipyridin-3-yl)-1 : 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(2-rnethylpyridin-3-yl)-1 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3-pyridinyl)-1 ; 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(5-methylpyridin-3-yl)-1 : 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(2-methylpyridin-3-yl)-1 ; 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-cyclohexyl-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone;^ 
4-[5-cyclopentyl-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
2,5-difluoro-4-[2-phenylcyclopenten- 1 -yljbenezenesulfonamide; 
2 s 5-difluoro-4-[2-(3-chlorophenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2 ; 5-difluoro-4-l2-(4-chlorophenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2,5-difluoro-4-[2-(3-bromophenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2,5-difluoro-4-[2-(4-bromophenyl)cyclopenten-1-yl]benezenesulfonamide; 
2 ! 5-difluor6-4-[2-(3-fluorophenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2 ! 5-difluoro-4-[2-(4-fluorophenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2 s 5-difluoro-4-[2-(3-methylphenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2,5-difluoro-4-[2-(4-methylphenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2 ! 5-difluoro-4-[2-(3-cyanophenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2,5-difluoro-4-[2-(4-cyanophenyl)cyc!openten-1 -yljbenezenesulfonamide; 
2,5-dif!uoro-4-[2-(3-trifluoromethylphenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2,5-difluoro-4-[2-(4-trifluoromethylphenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2 ! 5-difluoro-4-[2-(3-trifluoromethoxyphenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2 : 5-difluoro-4-[2-(4-trifluoromethoxyphenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2,5-difluoro-4-[2-(3,4-dichlorophenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2,5-difluoro-4-[2-(3,4-dibromophenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2,5-difluoro-4-[2-(3,4-difluorophenyl)cyclopenten-1 -yljbenezenesulfonamide; 
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^^-difluoro-^^^S^-dichlorophenyOcyclopenten-l -yl]benezenesulfonamide; 

2,5-difluoro-4-[2-(3,5-dibromophenyl)cyclopenten-1-yl]bene2enesulfonamide; 

2,5-difluoro-4-[2-(3 ? 5-difluorophenyl)cyclopenten-1 -yljbenezenesulfonamide; 

2 J 5-difluoro-4-[2-(3,4-dimethylphenyl)cyclopenten-1-yl]benezenesulfonamide; 

2,5-difluoro-4^2-(3,5-dimethylphenyl)cyclopenten-1-yl]benezenesulfonamide; 

2!5-difluoro-442-(3-methyl-4-chlorophenyl)cyclopenten-1-yl]benezenesulfonamide 

2,5-difluoro-4-[2-(4-methyl-3-chlorophenyl)cyclopenten-1-yl]benezenesulfonam 

2!5-difluoro-4-[2-(3-methyl-4-fluorophenyl)cyclopenten-1-yl]benezenesulfonami 

2,5-difluoro-4-t2-(4-methyl-3-fluorophenyl)cyclopenten-1-yl]benezenesulfonam 

2!5-difluoro-4-[2-(3-methy!-4-bromophenyl)cyclopenten-1-yl]benezenesuifonamide; 

2,5-difluoro-4-[2-(4-methyl-3-bromophenyl)cyclopenten-1 -yl]benezenesulfonamide; 

2!5-difluoro-4-[2-(3-methyl-44rifluoromethylphenyl)cyclopenten-1-yl]benezen 

2^5<lifluoro-4-[2-(4-methyl-3-trifluoro^ 

2'5-difluoro-4-[2-(3Tnethyl-44rifluorom 

2.5-difluoro-442-(4-methyl-3-trifluorom 

2 ; 5-difluoro-4-t2-(3-cyano-4-methylphenyl)cyclopenten-1-yl]benezenesulfonamide; 
2^5<iifluorp-4-[2-(4-cyano-3-methylpheny0^ 

2,5-dif1uoro-4-[2-(3-chloro-4-^ . 
2.5-difluorO'4-[2-(4-chloro-3-methoxyphenyl)cyciopenten-1-yl]benezenesulfonamide; 

2 : 5-difluoro-4-[2-(2-methylpyridin-6-yl)cyclopenten-1-yl]benezenesulfonamide; 
2,5-difluoro-4-[2-(2-methylthiazol-4-yl)cyclopenten-1-yl]benezenesulfonamide; 
2 ) 5-difluoro-4-[2-(4-methylthiazol-2-yl)cyciopenten-1-yl]benezenesulfonamide; 
2,5-difluoro-4-[2-(2-methylpyridin-3-yl)cyclopenten-1-yl]benezenesulfonamide; 
2,5-difluoro-4-[2-(2-methylpyridin-3-yl)cyclopenten-1-yl]benezenesulfonamide; 
2,5-difl.uoro-4-[2-(3-pyridinyl)cyclopenten-1-yi]benezenesulfonamide; 
2,5-difluoro-442-(5-methylpyridin-3-yl)cyclopenten-1-yl]benezenesutfonamide; 
2,5-dif luoro-4-[2-(2-methylpyridin-3-yl)cyclopenten-1 -yljbenezenesutfonamide; 
2,5-difluoro-4-[2-cyclohexyicyclopenten-1-yl]benezenesulfonamide; 
2.5-difluoro-4-[2-cyclopentylcyclopenten-1-yl]benezenesulfonamide; 
4-[5-phenylr1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3-chlorophenyl)-1 ; 4-cyclopentadienyl]-2 ! 5-fluorophenyt methyl sulfone; 
4-[5-(4-chlorophenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3-bromophenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(4-bromophenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3-fluorophenyl)-1,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(4-fluorophenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3-methylphenyl)-1 ,4-cyc1opentadienyl]-2,5-fluorophenyi methyl sulfone; 
4-[5-(4-methylphenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3-cyanophenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(4-cyanophenyl)-1,4-cyclopentadienyl] -2,5-fluorophenyl methyl sulfone; 
4-[5-(3-trifluoromethylphenyl)-1 ^-cyclopentadienylj^^-fluorophenyl methyl sulfone; 
4-[5-(4-trifluoromethylphenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3-trifluoromethoxyphenyl)-1 ^-cyclopentadienyll^^-fluorophenyl methyl sulfone; 
4-[5-(4-trifluoromethoxyphenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3 : 4-dichlorophenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3 ; 4-dibromophenyl)-1 ^-cyclopentadienyO^^-fluorophenyl methyl sulfone; 
4-[5-(3 : 4-dlfluorophenyl)-t ,4-cyclopentadienyl)-2,5-fluorophenyl methyl sulfone; 
4-[5-(3 : 5-dichlorophenyl)-1 ,4.-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3 : 5-dibromopheny1)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3 ; 5-difluorophenyl)-1 ,4-cyclopentadienyl]«2,5-fluorophenyl methyl sulfone; 
4-[5-(3 : 4-dlmethylphenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3 : 5-dimethylphenyl)-1 ^-cyclopentadienyH^^-fluorophenyl methyl sulfone; 
4-[5-(3-methyl-4-chlorophenyl)-1 } 4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(4-methyl-3-chlorophenyl)-1 ^-cyclopentadienyll^S-fluorophenyl methyl sulfone; 
4-[5-(3-methyl-4-fluorophenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(4-methyl-3-fluorophenyl)-1 ,4-cyclopentadienyl]-2,5-fluoropheny1 methyl sulfone; 
4-[5-(3-methyi-4-bromophenyl)-1 : 4-cyclopentadienyl]-2 : 5-fluorophenyl methyl sulfone; 
4-[5-(4-methyl-3-bromophenyl)-1 ^-cyclopentadienyll^-fluorophenyl methyl sulfone; 



48 



1251126A2_I_> 



EP 1 251 126 A2 

4-[5-(3-methyl-4-trifluoromethylpheny!)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(4-methyl"34rifluoromethylphenyl)-1 l 4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3-methyl-4-tritluoromethoxyphenyl)-1 ^-cyciopentadienyll^S-fluorophenyl methyl sulfone; 
4-[5-(4-methyl-3-trifluoromett sulfone; 
4-[5-(3-cyano-4-methylphenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(4-cyano-3-methylphenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3-chloro-4-methoxyphenyl)-1 ,4-cyclopentadienyl)-2,5-fluorophenyl methyl sulfone; 
-4-[5-(4-chloro-3-methoxyphenyl)-1,4-cyclopentadienyl] -2,5-fluorophenyl methyl sulfone; 
4-[5-(2-methylpyridin-6-yl)-1 : 4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(2-methylthiazol-4-yl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(4-methylthiazol-2-yl)-1 ,4-cyclopentadienyl] -2,5-fluorophenyl methyl sulfone; 
4-[5-(2-methylpyridin-3-yl)-1 : 4-eyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(2-methylpyridin-3-yl)-1 ; 4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3-pyridinyl)-1 ^-cyctopentadienyll^^-fluorophenyl methyl sulfone; 
4-[5-(5-methylpyridin-3-yl)-1 : 4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(2-methylpyridin-3-yl)-1 : 4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-cyclohexyl-1 ,4-cyclopentadienyl]-2 s 5-fluorophenyl methyl sulfone; 
4-[5-cyclopentyl-1 ^-cyclopentadienyll^.S-fluorophenyl methyl sulfone; 

and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. 
Pyridines 

[0074] In still another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises 
administering to the subject a therapeutically-effective amount of one or more compounds selected from a subclass 
of compounds of Formula I corresponding to Formula VII: 




VII 



wherein substituents X, n,R 19 , R 20 and R 21 have the same definitions and sub-definitions as substituents X, n, 
R 1 , R 3 and R 2 , respectively, set forth above for the compounds of Formula I, and the pharmaceutically-acceptable 
salts, tautomers and prodrugs thereof. - 

[0075] Within this subclass of compounds, a preferred group of compounds consists of those compounds of Formula 
VIIA: 
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70 




VIIA 



75 



wherein R 19 , R 20 and R 21 are as defined above, and the pharmaceutically-acceptable salts, tautomers and pro- 
drugs thereof. 

[0076] Within this subclass of compounds, a more preferred group of compounds consists of those compounds of 
Formula VIIB and VIIC: 
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and the pharmaceutically-acceptable salts', tautomers and prodrugs thereof. 
Preferably, (a) onefluoro radical is present at the 2-position and the other fluoro radical is present at the 5 : position, or 
(b) one fluoro radical is present at the 2-position and the other fluoro radical is present at the 3-position, or (c) one 
fluoro radical is present at the 3-position and the other fluoro radical is present at the 5-position. 
[0077] Preferred species within this subclass include, but are not limited to: 

2,6-fluoro-4-[3-phenyl-2-pyridinyl]-benezenesulfonarnide; 

2,6-fluoro-4-[3-(3-chlorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(4-chlorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2 r 6-fluoro-4-[3-(3-brornophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(4-bromophenyI)-2-pyridinyl)-benezenesulfonamide; 

2,6-fluoro-4-[3-(3-fluorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2 5 6-fluoro-4-[3-(4-fluorophenyl)-2-pyriciinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(3-methylphenyl)-2-pyridinyl]-benezenesulfonamide; 

2 J 6-fluoro-4-[3-(4-methylphenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(3-cyanophenyl)-2-pyridinyl]-benezenesu!fonamide; 

2,6-fluoro-4-[3-(4-cyanophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro^-[3-(3-trmuoromethylphenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6'fluoro-4-[3-(4-trifluoromethylphenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-443-(3-trifluoromethoxyphenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(4-trifluoromethoxyphenyi)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-l3-(3,4-dichloropheny!)-2-pyridinyl]-benezenesutfonamide; 

2,6-fluoro-4-[3-(3 1 4-dibromophenyl)-2-pyridinyl]-benezenesulfonamide; 

2 ) 6-fluoro-4-[3-(3 ) 4-difluorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(3,5-dichlorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,64luoro-4-[3-(3,5-dibromophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(3,5-difluorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2 ! 6-fluoro-4-[3-(3,4-dimethylphenyl)-2-pyridinyl]-benezenesulfonamide; 

2 3 6-fluoro-4-[3-(3,5-dimethylphenyl)-2-pyridinyl]-benezenesulfonamide; 

2 ! 6-fluoro-4-[3-(3-methy1-4'Chlorophenyl)-2>pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(4-methyl-3-chlorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2 J 6-fluoro-4-[3-(3-methyl-4-fluorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2 1 6-fluoro-4-[3-(4-methyl-3-fluorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2 ! 6-ftuoro-4-[3-(3-methyl-4-bromophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(4-methyl-3-bromophenyl)-2-pyr|dinyl]-benezenesulfonam 

2 J 6~fluoro-4-[3-(3-methyl-4-trifluoromethylphenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(4-methyl-34rifluoromethylphenyl)-2-pyridinyl]-benezenesulfonamide; 
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2,6-fluoro-4-[3-(3-methyl-^^ 

2!6-fluoro-4-[3-(4-methyl-3-trifluoromethoxyphenyl)-2-pyridinyO-benezenesu 
2.6-fluoro-4-[3-(3-cyano-4-methylphenyl)-2-pyridinyl]-bene2enesulfonam 
2.6-fluoro-4-[3-(4-cyano-3-methylphenyr)-2-pyridinyl]-benezenesulfonamide; 
5 2 J 6-fluoro-4-[3-(3-chloro-4-methoxyphenyl)-2-pyridinyl]-benezenesulfonamide;^ 
2.6-fluoro-4-[3-(4-chloro-3-methoxyphenyl)-2-pyridinyl]-benezenesulfonamide; 
26-fluoro-4-[3-(2-methylpyridin-6-yl)-2-pyridinyl]-benezenesulfonamide; 
2 J 6-fluoro-4-[3-(2-methylthiazol-4-yl)-2-pyridinyl]-benezenesutfonamide; 
2.6-fluoro-4-[3-(4-methylthiazol-2-y1)-2-pyndinyl]-benezenesulfonamide; 
10 2 1 64luoro-4-[3-(2-methylpyridin-3-yl)-2-pyridinyl]-benezenesulfonamide; 

2 ) 64iuoro-4-[3-(2-methylpyridin-3-yl)-2-pyridinyl]-benezenesulfonamide; 
2 ) 6-fluoro-4-[3-(3-pyridinyi)-2-pyridinyl]-benezenesulfonamide; 
2!6-fluoro-4-[3-(5-methylpyridin-3-yl)'2-pyridinyl]-benezenesulfonamide; 
2 5 6-fluoro-4-[3-(2-methylpyridin-3-yl)-2-pyridinyl]-benezenesulfonamide; 
15 2 ! 6-fluoro-4-[3-cyclohexyl-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-cyclopentyl-2-pyridinyl]-benezenesulfonamide; 
2 ! 6-fluoro-4-[3-phenyl>3-pyridinyl]-benezenesulfonamide; 
2 1 6-fluoro-4-[3-(3-chlorophenyl)-3-pyndinyl]-benezenesulfonamide; 
2,6-fluoro-4-[3-(4-chlorophenyl)-3-pyridinyl]-benezenesuKonamide; 
20 2,6-fluoro-4-[3-(3-bromophenyl)-3-pyridinyl]-benezenesulfonamide; 

2!6-fluoro-4-[3-(4-bromophenyl)-3-pyridinyl]-benezenesulfonamide; 
2 ! 6-fluoro-4-[3-(3-fluorophenyl)-3-pyridinyl]-benezenesutfonamide; 
2 ) 6-fluoro-4>[3-(4-fluorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2!6-fluoro-4-[3-(3-methylphenyl)-3-pyridinyl]-benezenesulfonamide; 
25 2,6-fluoro-4-[3-(4-methylphenyl)'3-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(3-cyanophenyi)-3-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(4-cyanophenyl)-3-pyridinyl]-benezenesulfonamide; 

aie-fluoro^^S^S-trifluoromethylphenytJ-S-pyridinyll-benezenesulfonamide; 

2,6-fluoro-443-(4-trifluoromethylphenyl)-3-pyridinyl]-benezenesulfonamide; 
30 2,6-fluoro-443-(34rifluoromethoxyphenyl)-3-pyridinyl]-benezenesulfonamide; 

2!6-fluoro-4-[3-(4-trifluoromethoxyphenyl)-3-pyridinyl]-benezenesulfonamide; 

2 ! 6-fluoro-4»[3-(3,4-dichlorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2!6-fluoro-4-[3"(3 s 4-dibromophenyl)-3-pyridinyi]-benezenesulfonamide; 

2,6-fluoro-4-[3-(3 ) 4-difluorophenyl)-3-pyridinyl]-benezenesulfonamide; 
35 2 s 6-fluoro-4-[3-(3,5-dichlorophenyl)-3-pyridinylhbenezenesulfonamide; 

2!6-fluoro-4-[3-(3,5-dibromophenyl)-3-pyridinyl]-benezenesulfonamide; 

2!6-fluoro-4-[3-(3 5 5-difluorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(3 } 4-dimethylphenyl)-3-pyridinyl]-benezenesulfonamide; 

2!6-fluoro-4-[3-(3 ) 5-dimethylphenyl)-3-pyridinyl]-benezenesulfonamide; 

40 2!6-fluoro-4-[3-(3-methyl-4^ 

2!6-fluoro-4-t3*(4-rnethyl-3-chlorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2',6-fluoro-4-[3-(3-methyl-4-fluorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2',6-fluoro-443-(4-methyl-3-fluorophenyl)-3-pyridinyl]-benezenesulfonamide; 

"2!6-fluoro-4-[3-(3-methyl-4-bromophenyl)-3-pyridinyl]-benezenesulfonamide; 

45 2 ! 6-fluoro-4-[3^4-methyl-3-bromophenyl)-3-pyridinyl]-benezenesulfonam 

2!6-fluoro-4-[3-(3-methyl-4-trifluoromethylphenyl)-3-pyridinyl]-benezen 

2,6-fiuoro-4-[3-(4-methyl-3-trifluoromethylphenyl)-3-pyridinyl]-benezenesuifon 

2 , } 6-fluoro-4^3-(3-methyl-4^ 

2!6-fluoro-4-[3-(4-methyl-3-trifluoromethoxyphenyl)-3-pyridinyl]-benezenes 
so 2!6-fluoro-4-[3-(3-cyano-4-methylphenyl)-3-pyridinyl]-benezenesulfonam^ 

•2,6-fluoro-4-[3-(4-cyano^3-methylphenyi)-3>pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(3-chloro-4-methoxyphenyl)-3-pyridinyl]-benezenesutfonamide; 

2!6-fluoro-4^3-(4-chloro-3-methoxyphenyl)-3-pyridinyl]-benezenesutfonamide; 

2!6-fluoro-4-[3-(2-methylpyridin-6-yl)-3-pyridinyl]-benezenesulfonarriide; 
55 2!6-fluoro-4-[3-(2-methylthiazol-4-yl)-3-pyridinyl]-benezenesulfonamide; 

2 ? 6-fluoro-4-[3-(4-methylthiazol-2-yl)-3-pyridinyl]-benezenesulfonamide; 

2,64luoro-4-[3-(2-rnethylpyridin-3-yl)-3-pyridinyl]-benezenesulfonamide; 

2!6-fluoro-4-[3-(2-methylpyridin-3-yl)-3-pyridinyl]-benezenesulfonamide; 
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2,6-fluoro.-4-[3-(3-pyridinyl)-3-pyridinyl]-benezenesulfonamide; 
2,6-fluoro-4-[3-(5-methylpyridin-3-yl)-3-pyridinyl]-benezenesulfonamide; 
2.6-fluoro-4-[3-(2-methylpyridin-3-y!)"3-pyridinyl]-benezenesutfonamide; 
2,6-fluoro-4-[3-cyclohexyl-3-pyridinyl]-benezenesutfonamide; 
2 s 6-fluoro-4-[3-cyclopentyl-3-pyridinyl]-benezenesulfonamide; 
4-[4-phenyl-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 
4-[4-(3-ch!orophenyl)-3-pyridinyi]-2,6-difluorophenyl methyl sulfone; 
4-[4-(4-chlorophenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 
4-[4-(3-bromophenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 
4-[4-(4-bromophenyl)-3-pyridinyl]-2 J 6-difluorophenyl methyl sulfone; 
4-[4-(3-fluorophenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 
4-[4-(4-fluorophenyl)-3-pyridinyl]-2 J 6-dlfluorophenyl methyl sulfone; 
4-[4-(3-methylphenyl)-3-pyridinyl]-2 1 6-difluoropheny! methyl sulfone; 
4-[4-(4-methylphenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 
4-[4-(3-cyanophenyl)-3-pyrldinyl]-2 ! 6-difluorophenyl methyl sulfone; 
4-[4-(4-cyanophenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; . 
4-[4-(3-tnfluoromethylphenyl)'3-pyridinyl]-2 } 6-difluorophenyl methyl sulfone; 
4-[4-(4-trifluoromethylphenyl)-3-pyriclinyl]-2,6-difluorophenyl methyl sulfone; 
4-[4-(3-lrifluoromethoxyphenyl) : 3-pyridinyl]-2 J 6-difluorophenyl methyl sulfone; 
4-(4-(4-trifluoromethoxyphenyl)-3-pyridinyl]-2 ! 6-difluorophenyl methyl sulfone; 
4-[4-(3 : 4-dichlorophenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 
4-[4-(3 : 4-dibromophenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-(3 : 4-difluorophenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-(3 : 5-dichlorophenyl)-3-pyridinyl]-2,6*difluorophenyl methyl sulfone; 

4-[4-(3 : 5-dibromophenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-(3 : 5-difluorophenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-(3 : 4-dimethylphenyl)-3-pyridinyl]-2 ! 6-dif|uorophenyl methyl sulfone; 

4-[4-(3 : 5-dimethylphenyl)-3-pyndinyl]-2,6-difiuorophenyl methyl sulfone; 

4-[4-(3-methyl-4-chloropheny!)-3-pyridinyl]-2 J 6-difluorophenyl methyl sulfone; 

4-[4-(4«methyl-3-chlorophenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-(3-methyl-4-fluorophenyl)-3-pyridinyl]-2.6-difluorophenyl methyl sulfone; 

4-[4-(4-methyl-3-fluorophenyl)-3-pyhdinyl]-2,6>difluorophenyl methyl sulfone; 

4-[4-(3-methyl-4-bromo'phenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-(4-methyl-3-bromophenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-(3-methyl-4-trifluoromethylphenyl)-3-pyridinyl]-2 > 6-dlfluorophenyl methyl sulfone; 

4-[4-(4-methyl-3-trifluoromethyIphenyl)-3-pyridinyl]-2,6-dif luorophenyl methyl sulfone; 

4-[4-(3-methyl-4-trifluoromethoxyphenyl)-3-pyridinyl]-2 I 6-dlfluorophenyl methyl sulfone; 

4-[4-(4-methyl-3-trifluoromethoxyphenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-t4-(3-cyano-4-methylphenyl)-3-pyridinyl]-2 5 6-difluorophenyl methyl sulfone; 

4-[4-(4-cyano-3-methylphenyl)-3-pyhdinyl]-2 ! 6-difluorophenyl methyl sulfone; 

4-[4-(3-chloro-4-methoxyphenyl)-3-pyridinyl]-2 J 6-dif luorophenyl methyl sulfone; 

4-[4-(4-chloro-3-methoxyphenyl)>3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-(2-methylpyridin-6-yl)-3-pyridinyl]-2 J 6-difluorophenyl methyl sulfone; 

4-[4*(2-methylthiazol-4-yl)-3-pyridinyl]-2 J 6-difluorophenyl methyl sulfone; 

4-[4-(4.rnethylthiazol-2-yl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-(2-methylpyridin-3-yl)-3-pyridlnyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-(2-methylpyridin-3-yl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-(3-pyridinyl)-3-pyridinyl]-2,6<Jifluorophenyl methyl sulfone; 

4-[4-(5-methylpyridin-3-yl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-(2-methylpyridin-3-yl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-cyclohexyl-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

4-[4-cyclopentyl-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 

2,5-fluoro-4-[3-phenyl-2-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(3-chlorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2 ; 5-fluoro-4-[3-(4-chlorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(3-bromoph~eliyl) : 2-pyridiriyl]-benezenesulfon 

2,5-fluoro-4-[3-(4-bromophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(3-fluorophenyl)-2-pyridinyl]-benezenesulfonamide; 
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2 5-fluoro-4-[3-(4-fluorophenyl)-2-pyridinyl]-benezenesuifonamide; 
2 5-fluoro-4-[3-(3-methylphenyl)-2-pyridinyl]-benezenesulfonamide; 
2.5-fluoro-4-[3-(4-methylphenyl)-2-pyrjdinyl]-benezenesulfonamide; . . 
2,5-fluoro-4-[3-(3-cyanophenyl)-2-pyridinyl]-benezenesulfonamide; 
2 5-fluoro-4-[3-(4-cyanophenyl)-2-pyridinyl]-benezenesulfonamide; 
2'5-fluoro-4-[3>(3-trifluoromethylphenyl)-2-pyridinyl]-benezenesulfonamide; 
2'5-fluoro-4-[3-(4-trifluoromethylphenyl)-2-pyridinyl]-benezenesulfonamide; 
2 5-fluoro-4-[3-(3^rifluoromethoxyphenyl)-2-pyridinyl]-benezenesulfonamide; 
2 , 5-fluoro-4-[3-(4-trifluoromethoxyphenyl)-2-pyridinyl]-benezenesulfonamide; 
2 5-fluoro-4-[3^(3.4-dichlorophenyl)>2-pyridinylhbenezenesulfonamide; 
25-fluoro-4-[3-(3 j 4-dibromophenyl)-2-pyridinyl]-benezenesulfonamide;- 
2'5-fluoro-4^3-(3 J 4*difluorophenylV2-pyridinyl]-benezenesulfonamide; 
25-fluoro-4-[3-(3 J 5-dichlorophenyl)-2-pyridinyl]-benezenesulfonamide; 
2 5-fluoro-4-[3-(3,5-dibromophenyl)-2-pyridinyl]-benezenesulfonamide; 
2 5-fluoro-4-[3-(3.5-difluorophenyl)-2-pyridinyl]-benezenesulfonamide; 
2 5-fluoro-4-[3-(3,4-dimethylphenyl)-2-pyridinyl]-benezenesulfonamide; 
2 ! 5-fluoro-4-[3-(3 1 5-dimethylphenyl)-2-pyrtdinyl]-benezenesulfonarnide; 
25-f|uoro^-[3-(3-methyl-4-chlorophenyl)-2-pyridinyl]-benezenesulfonamide; 
2,5-fluoro^-[3-(4-methyl-3-chlorophenyl)-2-pyridinyl]-benezenesulfonamide; 
2 5-fluoro-4-[3-(3-methyl-4-fluorophenyl)-2-pyridinyl]-bene2enesulfonamide; 
25-f1uoro-4-[3-(4-methyl-3-fluorophenyl)-2-pyridinyl]-benezenesulfonamide; 
2 5-fluoro^-[3-(3-methyl-4-bromophenyl)-2-pyridinyl]-benezenesulfonamide; 
2 5-fluoro-4-[3-(4-methyl-3-bromophenyl)-2>pyridinyl]-benezenesulfonamide; 
2'5-fluoro-4-[3-(3-methyl-4-trifluoromethylphenyl)-2-pyridinyl]-benezenesu 
2 5-fluoro-443-(4-methy|.3-trifluoromethyiphenyl)-2-pyridinyl].benezenesulfonamide; 
2 , 5-fluoro-4-[3-(3-methyl-4-trifluoromethoxyphenyl)-2-pyridinyO-benezenesulfona 
2 5-fluoro-443-(4-methyl-3-trifluoromethoxyphenyl)-2-pyridiny!]-benezenesulfonamide; 
25.fluoro-443.(3-cyano-4-methylphenyl)-2-pyridinyl]-benezenesulfonamide; 
25-fluoro^-[3H4-cyano-3-methylpher>yl)-2-pyridinyl]-benezenesulfonamide; 
2 5-fluoro-443-(3-chloro-4-methoxypheny1)-2-pyridinyl]-benezenesulfonamide; 
2 5-fluoro-4-[3-(4-chloro-3-methoxyphenyl)-2-pyridinyl]-benezenesutfonannide; 
2.5-fluoro-4-[3-(2-methylpyridin-6-yl)-2-pyridinyl]-benezenesulfonamide; 
25-fluoro-4-[3-(2-methylthiazol-4-yl)-2-pyridinyl]-benezenesulfonamide; 
25-fluoro-4-[3"(4-methyithiazol-2-yl)-2-pyridinyl]-benezenesul1onamide; 
2 , 5-fluoro-4-[3-(2-methylpyridin-3-yl)-2-pyridinyl]-benezenesulfonarriide; 
2 ! 5-fluoro-4-[3-(2-methy!pyridin-3-yl)-2-pyridinyl]-benezenesulfonamide; 
2 5-fluoro-4-[3-(3-pyridinyi)-2-pyridinyl]-benezenesulfonamide; 
25-fluoro-4-[3-(5-methylpyridin-3-yl)-2-pyridinyl]-benezenesulfonamide; 
2 ! 5-fluoro-4-[3-(2-methylpyridin-3-yl)-2-pyhdinyl]-benezenesulfonamide; 
2!5-fluoro-4-[3-cyclohexyl-2-pyridinyl]-benezenesulfonamide; 
2,5-fluoro-4-[3-cyclopentyl-2-pyridinyl]-benezenesulfonamide; 
2,5-fluoro-4-t3-phenyl"3-pyridinyli-benezenesulfonamide; 
2.5-f!uoro-4-l3-(3-chlorophenyl)-3-pyndinyl]-benezenesulfonamide; 
2 f 5-fluoro-4-[3-(4-chlorophenyl)-3-pyridinyl]-benezenesulfonamide; 
2,5-fluoro-4-t3-(3-bromophenyl>3-pyridinyl]-benezenesulfonamide; 
2.5-fiuoro-4-[3-(4-bromophenyl)-3-pyridinyl]-benezenesulfonamide; 
2,5-fluoro-4-[3-(3-fluorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2.5-fluoro-4-[3-(4-fluorophenyl)^ 

2 > 5-fluoro-4-[3-(3-methylphenyl)-3-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(4-methyiphenyl)-3-pyridinyl]-benezenesulfonamide;-™^ 

2,5-fluoro^-[3-(3-cyanophenyl>3-pyridinyl]-benezenesulfonamide; 

2 5-f|uoro-4-[3-(4-cyanophenyl)-3^^ 

2 , 5"fluoro-443^3-trifluoromethylphenyl)-3-pyridinyl]-benezenesulfonamide; 

2|5-fluoro-4-[3-(4^rifluoromethylphenyl)-3-pyridinyl]-benezenesulfonamide; 

2.5-fluoro-443-(3-trifluoromethoxyphenyl)-3-pyridinyO-benezenesulfona 

2 } 5-fluoro-4-[3-(4-trifluoromethoxyphenyl)-3-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-t3-(3 ) 4-dichlorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(3,4-dibromophenyl)-3-pyridinyl]-benezenesulfonamide; 
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a.S-fluoro^-p-fS^-difluorophenylVS-pyridinyll-benezenesulfonamide; 

2,5-fluoro-4-[3-(3,5-dichlorophenyl)-3-pyridinyl]-bene2enesulfonamide; 

2.5-fluoro-4-[3-(3 ? 5-dibromophenyl)-3-pyridinyl]-benezenesulfonamide; 

2 } 5-fluoro-4-[3-(3 s 5-difluorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2!5-fluoro-4-[3-(3,4-dimethylphenyl)-3-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(3,5-dimethylphenyl)-3-pyridinyl]-benezenesulfonamide; 

2.54luoro-4-[3-(3-methyl-4-chlorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2^5-fluoro-4-[3-(4-methyl-3-chlorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2'54luoro-4-[3-(3-methyl-4-fluorophenyl)-3-pyrid'myl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(4-methyl-3-fluorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2 ! 5-fluoro-4-[3-(3-methyl-4-bromophenyl)-3-pyridinyl]-benezenesulfonamide; 

2,5-fluoro^-[3-(4-methyl-3-bromophenyl)-3-pyridinyl]-benezenesulfonamide; 

2 } 54luoro^-[3-(3-methyl-4-trifluoromethylphenyl)-3-pyridinyl]-benezenesulfon 

2 : 54luoro-4-[3-(4-methyl-3-trifluoromethylphenyl)-3-pyridinyl]-benezenesulfona 

2!5-fluoro-4-[3-(3-methyl-4-trifluoromethoxy 

2,54luoro-4-[3-(4<nethyl-3-trif1uorom 

2,5-fluor6-4-[3-(3-cyano-4-methylphenyl)-3-pyridinyl]-benezenesultonamide; 
2,5-fluoro-4-[3-(4-cyano-3-methylphenyl)-3-pyridinyl]-benezenesulfonamide; 
2,5-fluoro-4-[3-(3-chloro-4-iTielhoxyphenyl)-3-pyridinyl]-benezenesulfonamide; 
2 J 5-fluoro-4-[3-(4-chloro-3-methoxyphenyl)-3-pyridinyl]-benezenesulfonamide; 
2 s 5-fluoro-4-[3-(2-methylpyridin-6-yl)-3-pyridinyl]-benezenesulfonamide; 
2 : 5-fluoro-4-[3-(2-rnethylthiazol-4-yl)-3-pyridinyl]-benezenesulfonamide; 
2 5 5-fluoro-4-[3-(4-methylthiazol-2-yl)-3-pyridinyl]-benezenesuifonamide; 
2 ! 5-fluoro-4-[3-(2-methyipyridin-3-yl)-3-pyridinyl]-benezenesulfonamide; 
2,5-fluoro-4-[3-(2-methylpyridin-3-yl)-3-pyridinyl]-benezenesulfonamide; 
2 ! 5-fluoro^-[3-(3-pyridinyl)-3-pyridinyl]-benezenesulfonamide; 
2 s 5-fluoro-4-[3-(5-methylpyridin-3-yl)-3-pyridinyl]-benezenesulfonamide; 
2 ) 5-fluoro-4-[3-(2-methylpyridin-3-yl)-3-pyridinyl]-benezenesulfonamide; 
2,5-fluoro-4-[3-cyclohexyl-3-pyridinyl]-benezenesulfonamide; 
2,5-fluoro-4-[3-cyclopentyl-3-pyridinyl]-benezenesulfonamide; 
4-[4-phenyl-3-pyridinyl]-2.5-difluorophenyl methyl sulfone; 
4-[4-(3-chlorophenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(4-chlorophenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(3-bromophenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(4-bromophenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(3-fluorophenyl)-3-pyridinyl]-2,5-dlfluorophenyl methyl sulfone; 
^[^(^fluorophenyO-S-pyridinylj^^-difluorophenyl methyl sulfone; 
4-[4-(3-methy|phenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(4-methylphenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(3-cyanophenyl)-3-pyridinyl]-2 : 5-difluorophenyl methyl sulfone; 
4-[4-(4-cyanophenyl)-3-pyhdinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(3-trifluoromethylphenyl)-3-pyridinyl]-2 I 5-difluorophenyl methyl sulfone; 
4-[4-(4-trifluoromethylphenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(3-trlfluoromethoxyphenyl)-3-pyndinyl]-2 J 5-difluorophenyl methyl sulfone; 
4-[4-(4-trmuoromethoxyphenyl)-3-pyridinyl]-2 ) 5-ditluorophenyl methyl sulfone: 
4-[4-(3 : 4-dichlorophenyl)-3-pyridinyl]-2 J 5-dlfluorophenyl methyl sulfone; 
4-[4-(3 ; 4-dibromophenyl)-3-pyridmyl]-2,5-dmuorophenyl methyl sulfone; 
4-[4-(3 : 4-difluorophenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-t4-(3 : 5-dichlorophenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(3 ; 5-dibromophenyl)-3-pyhdinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(3 : 5-difluorophenyl)-3-pyridinyl]-2 > 5-difluorophenyl methyl sulfone; 
4-[4-(3 : 4-dimethylphenyl)-3-pyridinyl]-2 J 5-dlfluorophenyl methyl sulfone; 
4-[4-(3 ; 5-dlmethylphenyl)-3-pyridinyl]-2 ! 5-difluorophenyl methyl sulfone; 
4-t4-(3-methyl-4-chlorophenyl)'3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(4-methyl-3-chlorophenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(3-methyl-4-fluorophenyl)-3-pyridinyl]-2 s 5-difluorophenyl methyl sulfone; 
4-[4-(4-methyl-3-fluorophenyl)-3-pyridinyl]-2 I 5-difluorophenyl methyl sulfone**-* 
4-[4-(3-methyl-4-bromophenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
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4-[4-(4-methyl-3.bromophenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4V(3-methyl-4-trifluoromethylphenyl)-3-pyridinyl]-2,5-difluorophen y ^« h V sulfone 
4- 4- 4-methyl-3-trifluoromethy!phenyl)^3-pyridinyl]-2,5-difluorophenyl methyl sulfone 

ttlmethy^^ 

4- 4- 4-methyl-3-trifluoromethoxyphenyl)-3- P yridinyl]-2,5-difluoro P henyl methyl sulfone, 
4- 4-(3-cyano-4-methylphenyl)-3-pyridinyl]-2,5-difluorophenyl methy sulfone; 
4- 4- 4-cyano-3-methylphenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4- 4- 3-chloro-4.methoxyphenyl)-3-pyridinyl]-2,5-difluorophenyl methy sulfone; 
4- 4- 4-chloro-3-methoxyphenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(2-methylpyridin-6-yi)-3-pyridinyl}-2,5-difluorophenyl methyl sulfone; 
4-[4-(2-methylthiazol-4-yl)-3-pyridinyl]-2,5-difluorophenyl methyl sul one; 
4-[4-(4-methylthiazol-2-yl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; - 
4-[4-(2-methylpyridin-3-yl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 

4-[4-(2-methylpyridin-3-yl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 

4-l4-(3-pyndinyl)-3-pyridinyl]-2,5-difluorophenyl methyl sutfone; 

4-[4-(5-methylpyridln-3-yl)-3-pyridinyl]-2,5-difluorophenyl methyl sul one; 

4-[4-(2-methylpyridin-3-yl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; , 

4-[4-cyclohexyl-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 

4-[4-cyclopenlyl-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 

and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. 



Additional Compounds 

2S 10078] Within Formula , there is another subclass of compounds of interest that includes, but is not limited to; 

5-phenyl-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)-1H-imidazole; 

B (3 chk,ro P heny.)-4-[3 5-difluoro-4-(methylsuHonyl)phenyl]-2-(difluoromethyl)-1H-,m,dazo le, 

Ilfhoo^ 
ltbromophenyl-4-P^ 

5- 3-fluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2-(d,l J" 0 ^^ ^"J"*: 
l4-fluorophenyl-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-2-(d,fluoromethyl)-1H^ 
5 3 tnShenylH-P 5-difluoro-4-(methylsulfonyl)phenyO-2-(difluoromethyl)-1H-.m,dazo e, 

5 4-cyanopheny -4- 3 5-dif<uoro-4-(meth y isu.tonyl)phenyl]-2-(dif luoromethyl)-1 H-midazole; 
5 tSoromeS 

5 4- ^^ uorome hy phenyl -4- 3,5-dif.uoro-4 
I 3 r uo ome hoxypheny^ 

: 3 4 : oro« . 

5- 3 4-dichlorophenyl)-4-[3.5-dif luoro-4-(methylsulf onyl)phenyl]-2-(drfluoromethyl)-- ^H-'m.dazo e. 

5-35-dibromophenyl)-4-[3,5-difluoro-4-(methylsu^ 
- 5 3tdifluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)-1 H-.m.dazole, 

5 3 5-d meth^lphenyl -4- 3,5-difluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)-1 H-,m.dazole, 
I SmehyMSS 

t tme thyl-3-chlorophenyl -4-[3, 5 -difluoro-4-( 
I- tmethy,-4-fluoropheny.)-4-[3,5-difluoro-4-(meth 

I ,a mlZ 3 fluorophenylU- 3 5-difluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)-1H-,m,dazole, 
l4imeMXbromophenyl-4-3.5-difluoro-4-(methylsutfonyl) P he , 
5- hyU-trif,uorome,hylpheny,)-4- [ 3,5-dif.uoro-4-(methy 

l3-methyl-4-trifluoromethoxyphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2-(d,fluoromethyl)-1H-,m,dazole, 
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5-(4-methyl-34rifluoromett^ 

5.(3-cyano-4-methylphenyl)^-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2-(difl 

5-(4<:yano-3-methylphenyl)^-[3.5-difluoro-4-(methylsulfonyl)phenyl]-2-(dW 

5-(3-chloro4-methoxyphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2-(dm 

5-(4-chloro-3-methoxyphenyl)-4-[3,5-d^ 

5-(2-methylpyridin-6-yl)-4-^ 

5-(2-methylthiazol-4-yl)-4-[3,5-diflu^^^ 

5-(4-methylthiazol-2-yl)-4-[3,5-difluoro^^ 

5-(2-methylpyridm-3-y!)-4-[3 s 5^ 

5-(2-methylpyridin-3-yl)-4-[3 : 5-dif^ 

5-(3-pyridinyl)-4-[3,5-difluoro-4-(m^ 

5-(5-methylpyridin-3-yl)-4-t3.5-difluoro-4-(methylsulfonyl)phenyl]-2-(difluorom 
5-(2-methylpyridin-3-yl)-4-[3 : 5-diflu^^^ 

5-cyclohexyl-4-[3 s 5-difluoro-4-(methylsulfonyl)phenyll-2-(difluoromethyl^ 
5-cyclopentyM43 I 5-difluoro^-(methylsulfonyl)phenyl]-2-(difluorom 
5-phenyl-4-[3.6-difluoro-4-(methylsulfonyi)phenyl]-2-(difluoromethyl)-1H-im 
5-phenyl-4-|3.5-difluoro-4-(methylsultonyl)phenyi]-2-(trifluoromethyl)-1H-imidazole; 

5-(3-chlorophcnyl)-4-[3.5-difluoro-4-(m^ 

5-(4.chlorophenyl)-4-'[3.5-diriuoro-4-(memylsulfonyl)phenyl]-2-(trifluorom 

5-(3-bromophenyl)-4-t3.5-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluoromethy 

5.(4-bromophenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl)-2-(trifluorometh 

5-(2-fluorophenyl)-4-t3.5-difluoro-4-(methy!sulfonyl)phenyl]-2-(trif!uorometh^ 

5-(^fluorophenyl)-4-[3 5 5-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluoromethyl> 

5-(3-methylphcnyl)-4-[3.5-difluoro-4-(methyisulfonyl)phenyl]-2-(trifluorom 

5-(4-methylphenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-2-(trifl^ 

5-(3^anophenyl)-443 s 5-difluoro^-(methylsulfonyl)phenyl]-2-(trilluoromethyl)-^ 

5-(4-cyanophenyl)-4-[3.5-difluoro-4-(m^^ 
5-(3-trifluoromethylphenyl)-4-[3.5^^ 

5-(44rmuQromethylphenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-2-(triflu 

5-(34rifluoromethoxyphenyl)-4-[3,5-difl^ 

5-(4-trifluoromethoxyphenyl)-4-[35-d^ 

5-(3 4-dichlorophenyl)-4-[3,5-difluoro-4-^^^ 1 H-imidazole; 

5-(3,4-dibromophenyl)-4-[3,5-difluo^ 
S-^-difluorophenylM-^S^ 
5-(35-dichlorophenyl)-4-[3,5-di^ 
■S-^S-dibromophenylM-^S-diflu^^^ 
5-(3!5<iifluorophenyl)-4-[3,5-dif^ 
5-(3!4-dimethylphenyl)-4-^ 
5-(3'5-dimethylphenyl)-4-[3,5-difluo^ 
5-(3-methyl-4-chlorophenyl^^ 
5-(4-methyl-3<:hlorophenyl)-^ 
5-(3-methyl-4-fluorophenyl)-4^^ 
5-(4-methyl-2-fluorophe^^ 

5-(3-methyl-4-bromophenyl)-4^3,5-dlfluoro-4-(methylsulfonyl)phenyl]-2-(trtf 
5-(4-methyl-3-bromophenyl)-4-^ 

5-(3-methyl-4-trifluoromethylphenyl)-4-[3,5-difluoro-4-(methylsuttonyl)ph 
5-(4-methyl-3-trifluoromethylphenyl)-443,5-difluoro-4-(methylsu!fonyt)phe 

5-(3-methyl-4-trifluoromet^ 

5-(4-methyl-3-trifluoromethoxyphe^ 

5-(3-cyano-4-methylphenyl)-4-^ 

5-(4<:yano-3-methylphenyl)-4-[3,5^^ 

5-(3-chloro-4-methoxyphenyl)-4-^ 

5-(4^hloro-3-methoxyphenyl)^^ 

5-(2-methylpyridin-6-yl)-4-[3 : 5-d'^ 

5-(2-methylthiazol-4-yl)-443,5^^ 

5-(4-methylthiazol-2-yl)-4-[3^ 

5-(2-methylpyridin-3-yl)-4-[3.5-dif!uoro-4-(methylsulfonyl)phenyl]-2-(trifluoro^ 
5-(2-methylpyridin-3-yi)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluoro 
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5-(3-pyridinyl)-4-[3.5-difluoro-4-(m e thylsu^^ 

S-cvclopentyM-fS.S-difluoro^-lmethylsulfonyOphenyll^-arif luoromethyl)-1 H-im.dazole; 
tSorop^enyl-^S.e-difluoro^^methylsulfonyOph 

5 Ichrrophenyl -4- 3 6-difluoro-4-(methylsulfonyl)phenyl]-2-(dif luoromethyl)-1 H-.m.dazo e; 

I Ibromophenyl -4- 3,6-difluoro-4-(methylsulfonyl)phenyl]-2-(diflucromethy )-1H,m^ 

ttrorophenyl)-4-[U-difluoro-4-(methylsulfonyl)phenyl]-2-(difluo^ 

5- 4- uo ophenyl -4- 3;6-difluoro-4-(methylsulfon y l)phenyl]-2-(difluoromethyl)-1H-.m.dazole, 

l-tmethylpheny^ 

I- ImSphenylH- 3 6-dmuoro-4.(methylsu tf ony,) P henyl]-2-(difluorometh^ 

I ^yanopheny )-4- 3 e-d.fluoro^-lmethylsulfonyOphenyll^-CdifluoromethyO-IHHm.dazo^ 

5 3 S3meth y ,phenyl)-4-[3.6-dif iuoro-4-(methylsulfonyl) P henyl]-2-(dif luoromethyl)-1 H-.m.dazo e, 

5- 34-d bSeny )-4i3.6-difluoro-4-(methy,sulfonyl)phenyl]-2-(difluoro m ethy1)-1HHm,dazo.e; 

5 35-d iclropheny ^is.e-difluoro^^methylsulfonyOphenyll^^difluoromethyO-IH-.m.dazo e, 

t3ldf.ro P henyV-4-[3.6-difluoro-4-(meth y , S ulfon y ,)pheny,]-2-(di^^ 
tIldmethylpheny)i[3.6-dif,uoro 

t 35-dimethylphenyl-4- 3,6-difluoro-4-<methylsulfonyi)ph e nyl]-2-(*^ 
ttm2l-4-fluorophenylH<3,6-d,fluoro-4-(methylsulfonyl)phenyl)-2 

S 4 meZl-3- Irophenyl -4- 3.6.difluoro.4.(methylsulfonyl)phenylh2-(difluoromethyl -IMMm.dazole 

5" 3 cCoimSx P rhen y l)-4- 3.6-difluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)-1H-,m,dazo e, 

5W2-rnethylpyridin-6-yl)-4-[3.6-difluoro-4-(iTi8thylsulfonyl)phenyl]-2-(difluorornethyl)-1 

5- 2-me Z Uhiazol-4-yl -4- 3 6-dif l U oro-4-(methylsulfonyl)phenyl]-2-(difluoromethy t )-1 H-,m,dazo e; 

^tmehylpyridin-S-^^ 

5-3-pyridinyl)-4-[3,6-difluoro-4-(melhylsulfonyl)ph^^^ 

ltmXlpyndn-3-yl)^ . 

5-cyclohexyM-[3.6-difluoro-4.(methylsulfonyl) P henyl]-2-(difluorometh y l)-1H^,m,daz^ 

54clopentyl-4-[3,6-dmuoro-4-(methylsulfon y l) P henyl]-2-(difluoromethyl)-1H-.m,dazole, 
5- P hen y l-4-[3,6-difluoro-4-(meth y lsulfon y l) P hen y l]-2-(trifluorometh y l)-1H-im.dazote 
S-^-chLrophenyD^-lS.e-difluoro^-lmethylsulfonyDphenyll^-anfluorome hy - H-m dazo e 

5 - 3-bromo P hen y i)-4-[3,6-difluoro-4-(meth y lsulfon y l) P hen y l]-2-(trifluorom e th y l - H-.m,dazo e; 

5- 2 -fluorophenyl)-4-[3,6-difluoro-4-(methyls U lfon y l)phen y l]-2-(tnfluoromethy - H-.m,dazoe, 
5-(44luorophenyl)^<3,6-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluoromethyl)-1H- l m l dazole; 
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5-(3-mettylphenyl)-4-[3,6-difluoro 
5-(4-methy!phenyl)-4-[3,6-diflu^^ 

5-(3^yanophenyl)-4-[3 f 6-difluoro^-(methyisulfohyl)phenyl]-2-(trifluorom 
5-(4-cyanophenyl)-4-[3 s 6-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluorom 
5-(3-trifluoromethylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phen 
5-(4-trmuoromethylphenyl)-4-[3,6<iifluo 

5-(34rifluoromethoxyphenyl)-4-[3,6-difluoro^ 1 H-imidazole; 

5-(44htluoromethoxyphenyl)-4-[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-2^ 

5-(3^-dichlorophenyl)-443,6-dmuoro-4-^ 

5-(3!4-dibromophenyl)-4-[3,6-din^^ 

5-(3!4-difluorophenyl)-4-[3 s 6-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluoro 

5-(33-dichiorophenyl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-2-(trif^ 

5-(33-dibromophenyl)-443 ; 6-difluoro-4-(methylsu!fonyl)phenyl]-2-(trifluorom 

5-(3.6-difiuorophenyl)-4-[3 ; 6-difluoro-4-(methy!sultonyl)pheny!]-2Htrm 

5-(3i4-dimethylphenyl)-4-[3,6-difluoro-4-(m^ 

5-(33-dimethylphenyl)-4-[3,6-dmuoro-4-(m^^ 

5-(3 -methyl-4-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)pheny!]-2-(t^ 

5-(4-methyl-3-chlorophenyl)-4-[3^^ 

5-(3-methyl-44luorophenyl)-4-[3^ 

5-(4-methyl-2-fluorophenyi)-4-[3,6<^ 

5-(3-methyl-4-bromophenyl)-4-[3^ 

5-(4-methyl-3-bromophenyl)-4-[3,6-difluoro^^ 

5-(3Tnethyl-44rifluoromethylphenyl)^ 

5-(4-mcthyl-3-trifluoromethylphenyl)^ 

5-(3-methyl-4-trifluoromethoxypheny^ 

5-(4-methyl-34rifluoromethoxyphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2^ 
5-(3^yano-4-methylphenyl)^43,6<iifluor^^^ 

5-(4-cyano-3-methylpheny!)-4-[3,6-difluoro-4-(methylsu1fonyl)phenyl]-2-(t^ 

5-(3<;hloro-4-methoxyphenyl)-4^ 

5-(4<;hloro-3-methoxyphenyl)-4-[3,6-dif^ 

5-(2-methylpyridin-6-yl)-443 : 6-difluoro^ 

5-(2-methylthiazol-4-yl)-443,6-difluoro^^ 

5-(4-methylthiazol-2-yl)-443 ) 6-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluorom 
5-(2-methylpyridin-3-yl)-4-[3^ 

5-(2-methylpyridin-3-y!)-4-[3 : 6-difluoro^-(methylsulfonyl)phenyi]-2-(trifluorometh 
5-(3-pyridinylH43 : 6-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluoromet^^ 
5-(5 -methyipyridin-3^i)-4-[3 : 6-difluo^ 
5-(2-methylpyridin-3-yl)-4^ 

5-cyclohexyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluoro 
5-cyclopentyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluoromethy0 

and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. 
[0079] Within Formula I there is another subclass of compounds of interest that includes, but is not limited to: 

3-phenyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-(3-chlorophenyl)-4-[3 J 5-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 
3-(4-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazolr2(3H)-one; 
3-(3-bromophenyl)-4-[3 : 5-difluoro-4-(methylsu!fonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-(4-bromophenyl)-4-[3 ) 5-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 

S-fS-fluorophenyO^-tS.S-difluoro^^methylsulfonyOphenylJ-l^-oxazol^lSHJ-one; 

3-(4-fluorophenyl)-4-[3 J 5-difluoro-4-(methylsulfonyl)phenyl]-1 5 3-oxazol-2(3H)-one; 
a-CS-methylphenyO^-p^-difluoro^-tmethylsulfonyOphenylJ-l ,3-oxazol-2(3H)-one; 
3-(4-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-(3-cyanophenyl)-443 J 5-difluoro-4-(methylsulfonyl)phenyl]-1 5 3-oxazol-2(3H)-one; 
3-(4-cyanophenyl)-4-[3 ! 5-difluoro-4-(methylsulfonyl)phenyl]-1.,3-oxazol-2(3H)-one;- 
3-(3-trifluoromethylphenyl)-4-[3 ; 5-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 
3-(44rifluoromethylphenylH-[3 ! 5-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazo!-2(3H)-^ 
S^S-trifluoromethoxyphenyO^-p.S-difluoro^-CmethylsulfonyOphenyll-l ,3-oxazol-2(3H)-one; 
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3-3 4 -dichlorophenyl)-4-[3,5-difluoro-4-(methylsulf onyl)phenyl]-1 ,3-oxazo -2(3H)-one; 
3-34-dibromophenyl)-4-[3,5-difluoro-^ 

3.(34-difluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1, 3-oxazol-2(3H)-one; 
. 3 -(3 5-dichlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazo -2(3H)-one; 
3-3Vdibromophenyl)-4-[3,5-difluoro-4-(m^ 
3-(35-difluorophenyl)-4-[3,5-difluoro-4-(meW 

3- 34-dimethylphenyl)-4-[3,5-difluoro-4-(meth y isulfonyl)phenyl]-1,3-oxazo-2 3H -one; 
3- 3 5-dimethylphenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one 
I- 1 mSt4-ch,or 0 pnenyl)-4-[3^ 

I 4-me hy.-3-ch.oro^henyl .4- [ 3,5-difluoro-4-(methylsulfony,)pheny,]-1 f oxazo -2(3H)-one; 
3 3 methvl-4-fluorophenyl)-4-[3,5-difluoro-4-(methyls U lfonyl)phenyl]-1 ,3-oxazol-2(3H)-one, 
3-4-methyl-3-fluorophenyl)-4-[3 ! 5-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 

ttmehyl-4-br 0 mo P henyl)-4-[3,5-difluoro-4-(methyls 

llS-Mirc^ or> e- 
3- 3-me hyl-4-,ri.luorometh y lphen y i)-4- [ 3,5-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-o 

3-tmet^ 

3- 3-meth y l-4-trifluoromethoxy P henyl)-4- [ 3,5-difluoro-4-(methylsu ony pheny * .^^^ ™ 
3-4™thyi-3^ 

3- 3-cyano-4.methyl P henyl)-4-[3,5-difluoro-4-(methylsulfonyl)pheny - ,3-oxazo '2(3H -one, 
3- 4-cyano-3-meth y l P henyl)-4-[3,5-difluoro-4-(methylsulfonyl) P henyl]- ;3-0><a20l-2(3H)-one 
t 3-chloro-4-methoxyphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazo -2 3H -one, 

3-(2-mcthylpyridin-6-yl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-2-methylfhiazol-4-yl)-4-[3,5-difluoro-4^^ 

3- 4-methylthiazbl-2-yl)-4-[3,5-difluoro-4,(methylsulfonyl)phenyl]-1 ,3-oxazo "Wone 
3- 2-methylpyridin-3-yl)-4-[3,5-difluoro-4-(methylsulfonyl) P heny - ,3-oxazo -2 3H -one, 
3-2-m e thylpyridin-3-yl)-4-[3.5-difluoro-4-(methyl S ulfonyl)phenyl]-1,3-oxazol-2(3H)-one, 
3-(3-pyridinyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one, 

3- 5-mefhylpy^ 

3-(2-methylpyridin-3-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one, 

3-cyclohexyl-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 

3-cyclopentyl-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 

2 6-difluoro-4-[3-2-oxo-2,3-dihydro-1,3-oxazol-4-yl]benzenesulfonamide; 

2 6-dif luoro-4- 3-(3-chlorophen y i)-2-oxo-2,3-dih y dro-1 ,3-oxazol-4-yl]benzenesu onam.de; 
2 ldifluoro-4- 3- 4-chlorophehyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonam.de 

26-d i fluoro-4-[3-(3-bromophen y i)-2-oxo-2,3-dihydro-1,3-oxazol-4-yl]benzenesu onam.de; 

2 6-difluoro-4- 3- 4-bromophenyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzenesu fonam.de, 
' 2 6-difluoro-4-[3-(3-fluorophenyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzenesu onam.de; 

26-difluoro-4- 3- 4-fluorophenyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4- y l]benzenesuifonam.de 
2 6-difluoro-4- 3- 3-meth y lphen y l)-4-[3-fluoro-4-(meth y i£ulfon y l)phenyl]-1 ,3-oxazol-2(3H)-one, 
2 6-difluoro-4- 3-(4-methylphen y i)-2-oxo-2,3-dih y dro-1 ,3-oxazol-4- y l]benzenesu fonamide; 
2 6-dif.uoro-4-l3-(3-c y anophen y i)-2-oxo-2,3.dih y dro- 1 ,3-oxazol-4- y i]benzenesu onam.de; 
2 idB.uoro-4- 3- 4-cyanophen y i)-2-oxo-2,3-dih y dro-1 ,3-oxazol-4- y i]benzenesulfonam.de 

2 6-dmuoro-4- 3- 4-trif,uorometh y iphen y i)-2-oxo-2,3-dih y dro- 1 ^-oxazol^-ynbenzenesu.fonam^ 
2 ldLoro-4- 3- 3-trifluoromethoxyphenyl)-2-oxo-2,3-dihydro-1, 3-oxazol-4-yllbenzenesulfonam.de, 

2 6-difluoro-4- 3-(3,4-dichloro P henyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzenesu fonam.de; 
26-d luoro-4- 3- 3 4-dibromoph e nyl)-2-oxo-2,3-d,hydro-1 ,3-oxazol-4-yl]benzene S u fonam.de, 
2id.uoro-4-3-3.4-difluorophenyl)-2-oxo-2,3-dihydro-1,3-oxazol-4,yl]benzen 
2 6-difluoro-4- 3- 3,5-dichlorophenyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4:yl]benzenesu fonam.de, 
' 26-d uoro-4- 3-3 5-dibromophenyl)-2-oxo-2,3-dihydro-1 , 3-oxazol-4-ylJbenzenesufonam.de; 
2 6-dloro-4-3-3,5-difluoropheny,)-2-oxo-2,3-dihydro-1,3-oxazol-4-yl]benzenesuH^^ 
2 6-difluoro-4-[3-(3,4-d i methylphenyl)-2-oxo-2,3-dihydro-1,3-oxazol-4-yl)benzenesufonam.de; 
2tdmuoro-4-3-3 5-dimethylphenyl)-2-oxo-2,3-dihydro-1,3-oxazol-4-yl]benzenesulfonam.de; 

2 idifuo^ 

2 6-d uo o-4- 3- 4-methyl-3-ch,orophenyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonam.de; 
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2,6-difluoro-4-[3-(3-methyl-4-fluo^ 

26-dffluoro-4-[3-(4-methyl-34lu^ 

2'6-difluoro-4-[3-(3-methyl-4-bro^ 

2 6-difluoro-443-(4-methyl-3-bromoph^ 

2,6-difluoro-4-[3-(3-methyl-44rifluoromethylphenyl)-2-oxo-2 ! 3-dihydro-1^ 

2!6-difluoro-4-[3-(4-methyl-3^ 

26-difluoro-4-[3-(3-methyl-44rW^ 

2!6-difluoro-4-[3-(4-methyl-3-trifluoromethoxyphenyl)-2-oxo-2 : 3-dihydro-1^ 
2'6-dlfluoro-4-[3-(3<;yano-4HTiet^ 

2!6-difluoro-4-[3-(4-cyano-3-methylphenyl)-2-oxo-2,3-dihydro-1 J 3-oxazol-4-yl]benzen 
2,6-difluoro-4-[3-(3-chloro^^ 

2,6-difIuoro-4-t3-(4^hloro-3-methoxyphenyl)-2-oxo-2 J 3-dihydro-1,3-oxazoM-ylJbenzen 

2'6-difluoro-4-[3-(2-methylpyridin-6-yl)-2-oxo-2 J 3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonamide; 

2.6-difluoro-4-[3-(2-methylthiazo^ 

2!6-difluoro-4H3-(4-methylt^^ 

2,6-difluoro-4-[3-(2-methylpyrid^^ 

2 : 6-difluoro-4-[3-(2-methylpyridin-3-yl)-2-oxo-2 ! 3-dihydro-1,3-oxazol-4^ 
2i6-difluoro-4-[3-(3-pyridinyl)-2-oxo-2 ! 3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonamide; 
2 ! 6-difluoro-4-[3-(5-methylpyridin>3-yl)-2-oxo-2 : 3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonamide; 
,2,6'difluoro-4r[3-(2-methylpyridin-3-yl)-2-oxo-2 s 3-dihydro-1,3-oxazol-4-yl]benzenesul^^ 
S-cyclohexyl^-oxo^^-dihydro-l ,3-oxazol-4-yl]benzenesulfonamide; 
S-cyclopentyl^-oxo^^-dihydro-l^-oxazoM-yllbenzenesulfonamide; 
3-phenyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 
3-(3-chlorophenyl)-4-[3 5 6-difluoro-4-(m^ 

3-(4-chlorophenyl)-4-[3 ) 6-difluoro-4-(methylsulfonyl)phenyl]-1i3-oxazol-2(3H)-one; 

3-(3-bromophenyl)-4-t3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)^ 

3-(4-bromophenyl)-443,6-difluoro-4-(methylsulfonyl)phenyl]-1>oxazol-2(3H)-one; 

3-(3-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 

3-(4-fluorophenyI)-4-[3 } 6-difluoro^-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 

3-(3<nethylphenyl)-443,6<lifluoro^^ 

3-(4-methylphenyl)-4-[3;6-ditluoro-4-(methyisulfonyl)phenyl]-1,3-oxazot-2(^ 

3-(3-cyanophenyl)-4-[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 

3-(4-cyanophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 

3-(34rifiuoromethylphenylH-[3 : 6-difluoro-4-(methylsulfonyl)phen ,3-oxazol-2(3H)-one; 

3-(44rifluoromethylphenyl)-4-[3 ; 6-difl^ ,3-oxazol-2(3H)-one; 

3-(3-trifluoromethoxyphenyl^ 

3-(4-trifluoromethoxyphenyl)^^ 

3-(3,4-dichloropheny()-4-[3,6-difluom^^ 

3-(3!4-dibromophenyl)-443 } 6-difluoro-4-(methylsulfonyl)phenyl]-1,3-^ , 
3-(3'4-difluorophenyl)-4-[3,6<Jifluoro^^ 

3-(3!5-dichlorophenyl)-4-[3,6-djfluoro-4-(methylsulfony!)phenyl]-1,3-oxa^ 
3-(3,5-dibromophenyl)-443,6-difluo^ 

3-(3-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 
3-(3,4-dimethylphenyl)-4^3 i 6-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-on 

3-(3,5-dimethylphenylM-[3 s 6-di^ 

3-(3-methyl-4<;hlorophenyl)-4-[3^ 

3-(4-methyl-3-chlorophenyl)-4-[3^ 

S-CS-methyl^-fluorophenyO^-fS^-difluoro^-tmethylsulfonyOphenylhl ,3-oxazol-2(3H)-one; 

3-(4-methyl-3-fluorophenyl)^ 

3-(3-methyl-4-bromophenyl)-4-[3^ 

3-(4-methyl-3-bromophenyl)-4-[3 t 6-difluorG-4-(methylsulfonyl)phenyl]-1,3-oxazol-2 

3-(3-methyl-44rifluoromethylphenyl)-4-[3,6-difluoro-4-(methylsulfony0 

3-(4-methyl-3-trifluoromet^ 
3-(3-methyl-4-trifluoromethoxypheny0^^ 
3-(4-methyl-3-trifluoromethoxyphenylH^^ 
3-(3-cyano-4-methylphenyl)-4-[3,6<im 

3-(4-cyano-3-methylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-(3-chloro-4-methoxyphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazo 
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3-(4-chloro-3-metboxyphenyl)-4-[3,6^ 

3- 2-methylpyridin-6-yl)-4-[3,6-difluoro-4-(m e thylsulfonyl)phenyl]-1 ,3-oxazo -2 3H -one 
3- LethylthiazoM-ylH^.e-difluoro^-lmethylsulfonyOphenylJ-l ,3-oxazo -2 3H -one, . 
3- 4 -methylthiazol-2-yl)-4-[3,6-difl U oro-4-(methy!sulfonyl)phenyl]-1 ,3-oxazo -2 3H)-one; 
.3- 2-methylpyridin-3-yl)-4-t3 : 6-difluoro-4-(methylsulfonyl)phenylH ,3-oxazo -2 3H -one; 
3-2-methylpyridin-3-yl)-4-[3.6-difluoro-4-(m e thylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one, 

3-(3-pyridinyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one, ^ 

3- 5-methylpyridin-3-yl)-4-[3 i 6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazo -2 3H -one, 
3-2-methylpyridin-3-yl)-4-[3.6-difluoro-4-(methylsulfonyl)pheny|]-1,3-oxazol-2(3H)-one; 

3-cyclohexyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-bxazol-2(3H)-one; 

3-cyclopentyl-4-[3.6-dif|uoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 

2 5.difluoro-4-[3-2-oxo-2,3-dihydro-1,3-oxazoi-4-yl]benzenesulfonamide; 

2 5-difluoro-4-[3-(3-chlorophenyl)-2-oxo-2,3-dihydro-1,3-oxazol-4-yl]benzenesuon a m,de; 

2 5-d uoro-4- 3- 4-ohloro P henyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzenesul onam.de; 

25-d uoro-4-3- 3-bromophenyl)-2-oxo-2,3-dihydro-1,3-oxazol-4-yl]benzenesu onam.de; 

25-d uoro-4- 3- 4-bromophen y i)-2-oxo-2,3-dihydro-l ,3,oxazol-4-yl]benzenesu fonam.de; 

2 5-difluoro-4- 3- 3-fluorophenyl)-2-oxo-2,3-dihydro-1 , 3-oxazol-4-yllbenzenesulfonam.de, 

2 5-difl U oro-4- 3-(4-fluorophenyl)-2-oxo-2 ! 3-dihydro-l , 3-oxazol-4-yllbenzenesulfonam.de; 

2 5-d uoro-4- 3- 3-meth y .phenyl)-4-[3-f| U oro-4-(methy,su,fony,)p h enyl]-1 ,3-oxazol-2(3H)-one, 

25-difluoro-4- 3- 4-methylphenyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzenesu fonam.de; 

256 I uoro-4- 3- 3-cyanophen y l)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzenesuonam.de; 

2tdifluoro-4-3-4-o y anophenyl)-2-oxo-2,3-dihydro-1,3-oxazol-4-yl]benzenesulfonam.de ; 

2 5-d oro-4- 3- 3-trlorometh y ,p h en y ,)-2-oxo-2,3-dih y dro-1 

2tdifluoro-4-3-44rifluorometh y lphen y l)-2-oxo-2,3-dih y dro-1,3-oxazol-4- y l]benzenesu.fonam.de^ 
2 56 uo o-4- 3- 3-tnfluoromethox y phen y l)-2-oxo-2,3-dih y dro-1 ,3-oxazol-4- y l]benzenesu onam.de; 
2 td orol a- 4-trifluoromethoxypheny,)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzenesu,fonam.de ; 
25-d luoro-4- 3- 3,4-dichlorophenyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzene S u fonam.de 
2 5-d luoro-4- 3- 3 4-dibromophenyl)-2-oxo-2,3-dihydro-1 ,3-oxazo.-4- y >lbenzenesu fonam.de; 
2 tdifluoro-4- 3- 3.4-difluorophenyl)-2-oxo-2,3-dihydro-1 , 3-oxazol-4-yllbenzenesul onam.de; 
256 uoro-4- 3- 3;5-dichlorophenyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yllbenzenesu fonam.de; 
std uoro-4- 3- 3 5-dibromophe n yl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzenesu fonam.de; 
2 5-d uoro-4- 3- 3,5-difluorophenyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yllbenzenesulfonam,de^ 
256 uoro-4- 3- 3 4-dimethylphenyl)-2-oxo-2,3-dihydro-1 , 3 -oxazol-4-yllbenzenesu fonam.de 
A rLro4- 3- 3 5-dimethylphenyl)-2-oxo-2,3-dihydro-1,3-oxazol-4-yl]benzenesulfonam.de, 

^d^ 

2iruoo-lt4-methyl-3-chloro^en y l)-2-oxo-2,3-d 

2mZ 0-4- 3- 3-meth y l-4-fluorophen y l)-2-oxo-2,3-dih y dro-1 ,3-oxazol-4- y l]benzenesu fonam.de; 

2 5 6 uoro-4- 3- 4-meth y i-3-fluorophen y l)-2-oxo-2,3-dih y dro-1 ,3-oxazol-4- y l]benzenesul onam.de; 

25-d uo o-4- 3- 3-methyl-4-bromophen y l)-2-oxo-2,3-dihydro-1 ,3-oxazo l-4-yllbenzenesufonam.de; 

2 5 d uo o-4- 3- 4-methyl-3-bromophenyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yllbenzenesulfonam.de; 

25I uo o-t l tmS-ltrm 

256 fuooll-lmehy-3-trifluorom 

2 5^ uoro-1 1 tme hyl-4-trif.uoromethoxyphen 

fsd.oo^ 

2 5-d.fluoro-4- 3- 3-cyano-4-methylphen y i)-2-oxo-2,3-dihydro-1 !3 -oxazol-4-yl]benzene S u onam.de, 
25-d f uoro-4- 3- 4-c y ano-3-metby1phenyl)-2-oxo-2,3-dih y dro-1 , 3-oxazo.-4-yllbenzenesuffonam.de, 
2 5 6 f uo o-4- 3- 3-chloro-4-methoxypheny,)-2-oxo-2,3- d ihydro-1,3-oxazol-4-yl]benzenesu onam.de; 
25-d uoro-4- 3- 4-chloro-3-methoxyphenyl)-2-oxo-2,3-dihydro-1,3-oxazo^ 
2 5-di fl uoro-4- 3-(2-meth y ip y ridin-6- y l)-2-oxo-2,3-dih y dro-1 ,3-oxazol-4-yl]benzenesu fonam.de; 

2 5-dif.uoro-4-3-2-me,h y ^ 
- 2 5-d,f.uoro-4- 3- 4- me th y lthiazol-2-^ 

-•-■2 5-difluoro-4-3-2-meth y l P yridin-3-yl)-2-oxo-2,3-d i hydro-1,3-oxa 2 o l -4-^ — 
25-difluoro-4- 3- 2-methylpyridin-3-yl)-2-oxo-2,3-dih y dro-1 , 3-oxazol-4-yHbenzenesulfonam.de, - 
2 5-difluoro-4-[3-(3-pyridinyl)-2-oxo-2,3-dih y dr 0 -1,3-oxazol-4-yl]benzenesulfonam,de; 
25-difluoro-4- 3- 5-meth y ipyri d in-3- y i)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzenesu onam.de; 
^lluoro^i-methy^ 

2 5-difluoro-4-t3-c y clohex y l-2-oxo-2,3-dih y dro-1,3-oxazol-4- y l]benzenesulfonamide; 
2',5-d,fluoro-4-[3-c y clopentyl-2-oxo-2,3-dih y dro-1,3-oxazol-4- y i]benzenesulfonam.de; 
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and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. 
[0080] Within Formula I there is another subclass of compounds of interest that includes, but is not limited to: 

2.6-difluoro-4-[3-2-oxo-2 } 3-dihydro-1 ,3-thiazol-4-yl]benzenesulfonamide; 
s 2!6-difluoro-4-[3-(3-chlorophenyl)-2-oxo-2 J 3-dihydro-1,34hiazol-4-yl]benzenesulfonamide^ 

2,6-difluoro-4-[3-(4-chlorophenyl)-2-oxo-2 5 3-dihydro-1 } 34hiazol-4-yl]benzenesulfonamide; 

2'6-difluoro-4-[3-(3-bromophenyl)-2-oxo-2,3-dihydro-1 ,3-thiazol-4-yl]benzenesuifonamide; 

2'6-difluoro-4-[3-(4-bromophenyl)-2-oxo-2 J 3-dihydro-1 s 3-thiazol-4-yt]benzenesulfonamide; 

2i6-difluoro-4-[3-(3-fluorophenyl)-2-oxo-2 J 3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 
10 2!6-difluoro-4-[3-(44luorophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonami^ 

2!6-difluoro-4-[3-(3-methylphenyl)-4-[3-fluoro-4-(methylsutfonyl)phenyl]-1,3-thiazol-2(3H 

2 : 6-difluoro-4-[3-(4-methylphenyl)-2-oxo-2 s 3-dihydro-1,3-thiazal-4-yl]benzenesulfonamide; 

2^6<iifluoro-4-[3-(3<;yanophenyl)-2<>xo-2^ 

2!6-difluoro-4-[3-(4-cyanophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 

15 2,6<iifluoro-4-[3-(3-trifluoromethylphe 
2'6-difluoro-4-[3-(4-trifluoromethylph 
2^6-difluoro-4-[3-(3-trifluoromethoxy^^ 
2'6-difluoro-4-[3-(4-trifiuoromethoxyph 

2!6-difluoro-4-[3-(3,4-dichlorophenyl)-2-oxo-2,3-dihydro-1 ) 3-thiazol-4-yl]benzenesulfonamide; 
20 2 ! 6-difluoro-4-[3-(3 3 4-dibromophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 

2!6-diftuoro-4-[3-(3,4-difluorophenyl)-2-oxo-2 s 3-dihydro-1 ,3-thiazol-4-yl]benzenesulfonamide; 
2 ; 6<nfluoro-4-[3-(3,5-dichlorophenyl)-2^ 

2!6-difluoro-4-[3-(3,5-dibromophenyl)-2-oxo-2 s 3-dihydro-1 J 3-thiazol-4-yl]benzenesulfonamide; 

2 ! 6-difluoro-4-[3-(3,5-difluorophenyl)-2-oxo-2 J 3-dihydro*1 ,3-thiazol-4-yl]benzenesulfonamide; 
25 2!6-difluoro-4-[3-(3,4-dimethylphenyl)-2-oxo-2,3-dihydro-1 ,3-thiazol-4-yl]benzenesulfonamide; 

2!6-difluoro-4-[3-(3,5-dimethylphenyl)-2-oxo-2,3-dihydro-1 ,3-thiazol-4-yl]benzenesulfonamide; 

2,6-difluoro-4-t3-(3-methyl-4-chlorophenyt)-2-oxo-2,3-dihydro-1 ,34hiazol-4-yl]benzenesulfonamide; 

2'6<lifluoro-4-[3-(4-methyl-3<:N^ 

2^6<iifluoro-4-[3-(3-methyl-4-fluoro^ 
30 2!6-difluoro-4-[3-(4-methyl-34luoroph 

2.6-difluoro-4-[3-(3-methyl-4-bromophenyl)-2-oxo-2 ; 3-dihydro-1 ; 3-thiazol-4-yl]benzenesulfonamide; 

2!6-difluoro-4-[3-(4-methyl-3-bromophenyl)-2>oxo-2,3-dihydro-1 5 34hiazol-4-yl]benzenesulfonamid 

2,6-difluoro-4-[3-(3-methyl-4^ 

2!6-difluoro-4-[3-(4-'methyl-3-^^ 
35 2!6-difluoro-4-[3-(3-methyI-4-triflu^ 

2!6-difluoro-4-[3-(4-methyl-34r^ 

2!6-difluoro-4-[3-(3-cyano-4-me^ 

2^6-difluoro-4-[3-(4^yano-3-methylphenyl)-2<^^ 

2!6<Jifluoro-4-[3-(3-chloro-4-methoxypheny^ 
40 2!6-difluoro-4-[3-(4<;hloro-3-methoxyph 

2^6-difluoro-4-[3-(2-methylpyr^^ 

2!6-difluoro-443-(2-methylthiazol-4-yl)-2-oxo-2,3-dihydro-1 : 3-thiazol-4-yl]benze 
2,6-difluoro-4-[3-(4-methylthiazol-2-y0^^^ 

2!6-difluoro-4-[3-(2-methylpyridin-3-yl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenes 

45 2,6-difluoro-4-[3-(2-methylpyrid^ 

2,6-difluoro-4-[3-(3-pyridinyl)-2-oxo-2 J 3-dihydro-1 ! 3-thiazol-4-yl]benzenesulfonamide; 
2,6-difluoro-4-[3-(5-methylpyridin-3-yl)-2-oxo-2 ! 3-dihydro-1 l 34hiazol-4-yl]benzenesulfonamide - 

2 : 6<Jifluoro-4-[3-(2-methylpyridin-3-yl)-2^ 

2 ) 6-difluoro-4-[3-cyclohexyl*2-oxo-2 ; 3-dihydro-1 ! 3-thiazol-4-yl]benzenesulfonamtde; 
'so 2,6-difluoro-4-[3-cyclopentyl-2-oxo-2 s 3-dihydro-1 ,3-thiazol-4-yl]benzenesulfonamide; 

2 J 5-difluoro-4-[3-2-oxo-2 ! 3-dihydro-1 ! 3-thiazol-4>yl]benzenesulfonamide; 
2 ! 5-difluoro-4-[3'(3-chlorophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 
2,5-difluoro-4-[3-(4-chiorophenyl)-2-oxo-2,3-dihydro-1 ,3-thiazol-4-yl]benzenesulfonamide; 
2,5-difluoro-4-[3-(3-bromophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 
55 2 J 5-difluoro-4-[3-(4-bromophenyl)-2-oxo-2 ! 3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 

2,5-difluoro-4-[3-(3-fluorophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; ^ 
2,5-difluoro-4-[3-(4*fluorophenyl)-2-oxo-2 5 3-dihydro-1 ,3-thiazol-4-yl]benzenesulfonamide; 
2!5-difluoro-4-[3-(3-methy1phenyl^ 
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2 5-difluoro-4-[3-(4-methylphenyl)-2-oxo-2,3-dihydro-1 ,3-thiazoM-yl]benzenesulfonam.de; 
2 5-difluoro-4-[3-(3-cyanophenyl)-2-oxo-2,3-dihydro-1,3-thia2ol-4-yl]benzenesulfonamide; 

2 5-difluoro-4-[3-(4-cyanophenyl)-2-oxo-2 : 3-dihydro-1 ,3-thiazol-4-yl]benzenesulfonam.de; 
2 : 5-difluoro-4-[3-(3-trifluoromethylphenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulonam,de; 
2 5-difluoro-4-[3-(4-trifluoromethylphenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonam l de; 
2'5-difluoro-4-r3-(3-trifluoromethoxyphenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesutfonam.de; 
2'5-difluoro-4-[3-(44rifluoromethoxyphenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 
•2'5-difluoro-4-[3-(3.4-dichlorophenyl)-2-oxo-2,3-dihydro-1 .3-thiazol-4-yllbenzenesulfonam.de; 

2'5-difluoro-4-[3-(3.4-dibromophenyl)-2-oxo-2,3-dihydro-1 ,3-thiazol-4-yl]benzenesulfonamide; 
2'5-difluoro-4-[3-'(3.4-difluorophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide: 
2'5-difluoro-4-[3-(3,5-dichlorophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 
2'5-difluoro-4-[3-(3,5-dibromophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 
2 5-difluoro-4-[3-(3.5-difluorophenyi)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesu«onamide; 
2'5-difluoro-4-[3-(3.4-dimethylphenyl)-2-oxo-2,3-dihydro-1 l 3-thiazol-4-yl]benzenesulfonam l de; 
2'5-difluoro-4-[3-(3,5-dimethylphenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonam.de; 
2 5-difluoro-4-[3-(3-methyl-4-chlorophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonam.de; 
2 5-difluoro-4-[3-(4-methyl-3-chlorophenyl)-2-oxo-2,3-dihydro-1 ! 3-thiazol-4-yl]benzenesulfonamide; 
2 , 5-difluoro-4-[3-(3-methyl-4-fluorophenyl)-2-oxo.2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 
2 5-difluoro-4-r3-(4-melhyl-3-fluorophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonam l de; 
2 5-difluoro-4-f3-(3-methyl-4-bromophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzen e sulfonam,de; 
2'5-difluoro-4-[3-(4-methyl-3-bromophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonam,de; ■ 
2 5-difluoro-4-3-(3-meth y l-4-trifluoromethylphenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesu onam.de; 
2 5-difluoro-4-3-(4-methyl-3-trifluoromethylphenyl)-2-oxo-2,3-dihydro-1,3-Ihiazol-4-yl]benzenesulfonam,de, 

2 5-difluoro-4-3-(3-mcthyl-44rifluoromethoxypheny^ 

2 5-difluoro-4-[3-(4-meth y l-3-trifluoromethoxyphenyl)-2-oxo-2,3-dihydro-1,3-thiaz 0 l-4-yl]benzenesulfonam,de; 
2 5-difluoro-4-[3-(3-cyano-4-methylphenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonam,de; 
2 5-difluoro-4-[3-(4-cyano-3-methylph e nyl)-2-oxo-2 ! 3-dihydro-1,3-thiazol-4-yl]benzenesulfonam,de, 
2'5-difluoro-4-[3-(3-chlor 0 -4-methoxyphenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesu onam,de; 
2 5-difluoro-4-[3-(4-chloro-3-methoxyphenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonam,de; 
2 5-difluoro-4-[3-(2-methylpyridin-6-yl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonam.de; 
2 5-difluoro-4-[3-(2-methylthiazol-4-yl)-2-oxo-2.3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 
2 5-difluoro-4-[3-(4-methylthiazol-2-yl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonam.de; 
2'5-difluoro-4-[3-(2-methylpyridin-3-yl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 
2'5-difluoro-4-[3-(2-methylp y ridin-3-yl)-2-oxo-2,3-dihydro-1,3-thiazol-4- y i]benzenesulfonam.de; 
2 5-difluoro-4-[3-(3-pyridinyl)-2-oxo-2 ! 3-dihydro-1,3-thiazol-4-yl]benzenesulfonamtde; 
2 5-difluoro-4-[3-(5-methylpyridin-3-yl)-2-oxo-2;3-dih y dro-1,3-thiazol-4-yl)benzenesulfonam l de; 
2 5-difluoro-4-[3-(2-methylp y ridin-3-yl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonam.de; 
2 5-difluoro-4-[3-cyclohexyl-2-oxo-2,3-dihydro-1 ,3-thiazol-4-yl]benzenesulfonamide;. 
2',5-difluoro-4-[3-cyclopentyl-2-oxo-2,3-dihydro-1 ,3-thiazol-4-yl]benzenesulfonamide; 
40 3 lphenyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 

3-(3-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 
3-(4-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-thiazol-2(3H)-one; 
3-(3-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-thiazol-2(3H)-one; 
3-(4-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 
45 3 -(3-fiuorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-l ,3-thiazol-2(3H)-one; 

3-(4-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 
3-(3-methylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazpl-2(3H)-one; 
3-(4-methylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 
3-(3-cyanophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 
so 3-(4-cyanophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 

3-(3-trifluoromethylphenyl)-4-[3.6-difluoro-4-(methylSLilfonyl)phenyl]-1 ,3-thiazol-2(3H)-one; 
' 3-(4-trifluoromethylphenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-th.azol-2(3H)-one; 
3-(3-trifluorometh^Phenyl)-4H3.6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 
3-(4-trifluoromethoxyphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 

55 3-(3 4-dichlorophenyl)-4-[3,6-difluoro-4-(methylsutfonyl)phenyl]-1 ,3-thiazol-2(3H)-one; 

3-(3'4-dibromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 

3-(3,4-difluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyll-1 ,3-thiazol-2(3H)-one; 
3-(3,5-dichlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 
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3-(3,5-dibromophenyl)-4-[3,6-difiuo^ 
3-(3-fluorophenyl)-4-[3,6-difluoro-4-(m^ 
3-(3 : 4-dimethylphenyl)-4-[3^ 
3-(3,5-dimethylphenyl)-4-[3,6-difluor^^^ 

5 3-(3- me thy!-4-chlorophenylM^^ 

3-(4-methyl>3-chlorophenyl)-4-[3 J 6-difluoro-4-(methylsulfonyl)phenyl]-1 s 3^^ 

3-(3-methyl-4-fluorophenyl)-4-[3,6^ 
3-(4-methyl-3ifluorophenyl)-4-[3,6^^ 
S-p-methyM-bromophenylM-p^^ 
10 3-(4- me thyl-3-bromophenyl)^ 
3-(3-methyl-44rifluoromethylph^^ 

3-(4-methyl-3-trifluoromethylphenyl)-4-[3 ! 6-dmuoro-4-(methylsulfonyl)phenyl]-1^ 

3-(3-methyl-4-trifluoromethoxypheny0 
3-(4-methyl-3-trifiuorom^ 
75 3-(3-cyano-4-methylphenyl)-4-[3,6-difluo^ 

3-(4-cyano-3-methylphenyl)-4^3,6-difluoro-4-(methylsulfonyl)pheny^ 

3-(3-chloro-4-methoxyphenyl)-4-[3,6-difl^ 

3-(4-ch1oro-3-methoxyphenyl)^ 

3-(2-methylpyridin-6-yl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3 
20 3-(2-methylthiazol-4-yl)-4-[3,6-difluoro-4^ 
3-(4-methylthiazol-2-y1)-4-[3,6-difluoro-4-^^ 
3-(2-methylpyridin-3-yl)-4-[3 : 6-dm 
3-(2-methylpyridin-3-yl)-4-[3 : 6-difluoro^ 

S^S-pyridinyO^-^^-difluoro^-tmethylsulfonyOphenyl]^ ,3-thiazol-2(3H)-one; 
25 3-(5-methylpyridin-3-yl)-443 : 6-dif^ 

3-(2-methylpyridin-3-yl)-4^3 : 6-difluo^ 

3-cyclohexyl-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 
3-cyclopentyl-4-[3,6<lifluoro-4-^ 

3-phenyl-4-[3,6-difluoro-4-(methylsuifonyl)phenyl]-1 ,3-thiazol-2(3H)-one; 
30 3-(3-chlorophenyl)-443,6-difluoro-4-(methylsulfonyl)phenyl)-1,3-thiazol-2(3H)-one; 

3-(4-chlorophenyl)-4-[3,6-djfluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one 

3-(3-bromophenyl)-4-[3,6-difluoro-4-^ 

3-(4-bromophenyl)-4-[3,6-difluoro^ 

3-(34luorophenyl)-4-[3 s 6-difluoro-4-(methylsulfonyl)phenyl]-1 ! 3-thiazol-2(3H)-one; 
35 3-(44luorophenyl)-4-[3,6-difluoro^-(methylsulfonyl)phenyl]-1,3-thiazol-2(3 
3-(3-methylphenyl)-443,6-difluoro-^^^ 

3-(4-methylphenyl)-4-[3 J 6-difluoro-4-(methylsulfonyl)phenyl]-1,34hiazol-2(3 
;H3-cyanophenyl)-4-[3,6-difluoro-4^^ 

3-(4-cyanophenyl)-4-[3 ! 6-difluoro-4>(methylsulfonyl)phenyl]-1,3-thiazol'2(3H 
40 s-^rifluoromethylphenylM-^e^^^ 

3-(4-trifluoromethylphenyl^ 

3-(34rifluoromethoxyphenyl)-4-[3,6^^^ 

3-(4-trifluoromethoxyphenyl)-443,6-dm 

3-(3,4-dichlorophenyl)-4-[3,6-di^ 
45 3-(3!4-dibromophenyl)-4-[3 : 6-difl^^ 

3-(3 J 4-difluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 

3-(3!5-dichlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1>thiazol-2 
S-^S-dibromophenyO^-^Sndifluoro^^ 

3-(3-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazo!-2(3H)-one; 

so 3-(3 } 4-dimethylphenyi)-4-[3,6-difl^ 

3-(3,5-dimethylphenyl)-4-[3,6-difluoro-4^ 

3-(3-methyl-4-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,34hiaz 
3-(4-methyl-3-chlorophenyl)-4-[3 J 6-difluoro-4-(methylsulfonyl)phenyl]-1 J 3-th 
3-(3-methyl-4-fluorophenyl)-4^ 
55 3-(4-methyl-3ifluorophenyl)-443,6-di^ 

3-(3-methyl-4-bromophenyl)-4-[3,6-difluoro-4-(methylsutfonyl)phenyl]-1,34h 
3-(4-methyl-3-bromophenyl)-4-[3,6-difluoro-4-(methy!sulfonyl)phenyl]-1 ,3-thiazol-2(3H)-one; 
3-(3-methyl-4-trifluoromethylphe^^^ 



65 



BNSDOC1D: <£P. 



.1251126A2_L> 



EP 1 251 126 A2 



10 



15 



20 



3 . ( 4^ethy.-3-trifluoromethylphenyl)-4-[3,6-difluoro-4-(methyl S ulf 0 nyl)phenyl]- l^^^^ e . 
I 3-meth y l-4-tr ff luorometho X yphenyl)-4-[3,6-difluoro-4-(meth yl sul ony pheny - ^ ^g^: . 
I 4-meth y l-3-tr tf luoromethoxy P heny,)-4-[3,6-difluoro-4-(metr ^^^%^ m ^ 
3- 3-cyano-4-methylphenyl)-4-[3,6-difl U oro-4-(methylsu Jony ;r.neny - *J*£fgJ JJ. 
3 4 cvano-3-methylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyll-1 ,3-thiazol-2(3H)-one, 

'^-^ 

3-4-ch.oro-3-methoxyphenyl)-4-[3,6-dif.uoro-4-(me^^^^ 

3- 2- m eth y lpyridin-6-yl)-4-[3.6-difluoro-4-(methylsulfon y i)phenyl]-1 J 3-th l a20 -2 3H -one, 
3- 2-me hy Lzo.-4-y. -4- 3 6-dffluoro-4-(methylsulfonyl)phenyl]-1 ,3-thiazo -2 3H -one; 
I 4-me thy.thiazo.-2-y. -4- 3,6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-th.azo -2 3H -one; 
ttmSlpyridin-3-yl-4-3 !6 -difluoro-4-(methy.sulfonyl)phenyl]-1,3* 

llmethy.pyrid^ 

3- 3-p V ridinyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-thiazol-2(3H)-one, 

ltmehylpyridn-3-yl)-4-[3.6-difluoro^ 
limethylpyridin-3-yl)-4-[3.6-difluoro-4-(methy^ 

3-cyclohexyl-4-[3,6-difluoro-4-(methylsulfonyl)pheny!]-1,3-thiazol-2(3H)-one; 
3-cyclopentyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 

and the pnarmaceutically-acceptable salts, tautomers and prodrugs thereof . 
Definitions 

r0081l The term "hydrido" denotes a single hydrogen atom (H). This hydrido radical maybe attached for example 
!o an oxygen atTrn to form a hydroxyl radical or two hydrido radicals may be attached to a carbon atom to form a 

'X^J^1?^''bW is used, either alone or within other term, such as "ha.oa.Ky,", 

wmmmm 

40 radicals include propargyl, butynyl and the like three t0 about twelve carbon atoms.. 

rO088T X T n he term "ha.o" and "ha.ogen" means ha.ogens such as f.uorine, chlorine, bromine or ^ine atoms^The term 
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ten carbon atoms any one of which may be substituted with one or more hydroxyl radicals. More preferred hydroxyalkyl 
radicals are "lower hydroxyalkyl" radicals having one to six carbon atoms and one or more hydroxyl radicals. Examples 
of such radicals include hydroxymethyl, hydroxyethyl, hydroxypropyl, hydroxybutyl and hydroxyhexyl. Even more pre- 
ferred are lower hydroxyalkyl radicals having one to three carbon atoms. 
5 [0090] The term "cyanoalkyl" embraces linear or branched alky I radicals having one to about ten carbon atoms any 
one of which may be substituted with one or more cyano radicals. More preferred cyanoalkyl radicals are "lower cy- 
anoalkyl" radicals having one to six carbon atoms and one cyano radical. Even more preferred are lower cyanoalkyl 
radicals having one to three carbon atoms. Examples of such radicals include cyanomethyl. 

[0091] The term "aryl", alone or in combination, means a carbocyclic aromatic system containing one or two rings 
10 wherein such rings may be attached together in a pendent manner or may be fused. The term "aryl" embraces aromatic 
radicals such as phenyl, naphthyl, tetrahydronaphthyl, indane and biphenyl. More preferred aryl is phenyl. Said "aryl" 
group may have one to three substituents such as lower alkyl, hydroxy, halo, haloalkyl, nitro, cyano, alkoxy and lower 
alkylamino. - 

[0092] The term "heterocyclyl" or "heterocyclo" embraces 3- to 1 0-membered saturated, partially saturated and un- 

15 saturated heteroatom-containing ring-shaped radicals, where the heteroatoms may be selected from nitrogen, sulfur 
and oxygen. More preferred heterocyclyl are 5- to 8-membered ring heterocyclyl. Examples of saturated heterocyclic 
radicals include saturated 3- to 6-membered heteromonocyclic groups containing 1 to 4 nitrogen atoms [e.g., pyrrolid- 
ine, imidazolidinyl, piperidino, piperazinyl]; saturated 3- to 6-membered heteromonocyclic groups containing 1 to 2 
oxygen atoms and 1 to 3 nitrogen atoms [e.g., morpholinyl]; saturated 3- to 6-membered heteromonocyclic groups 

20 containing 1 to 2 sulfur atoms and 1 to 3 nitrogen atoms [e.g. , thiazolidinyl]. Examples of partially saturated heterocyclyl 
radicals include dihydrothiophene, dihydropyran, dihydrofuran and dihydrothiazole. Examples of unsaturated hetero- 
cyclic radicals, also termed "heteroaryl" radicals, include unsaturated 5- to 6-membered heteromonocyclyl groups con- 
taining 1 to 4 nitrogen atoms, for example, pyrrolinyl, imidazolyl, pyrazolyl, 2-pyridyl, 3-pyridyl, 4-pyridyl, pynm.dyl, 
pyrazinyl. pyridazinyl. triazolyl [e.g., 4H-1 ,2,4-triazolyl, 1 H-1 ,2,3-triazolyl, 2 H-1 ,2,3-triazolyl]; unsaturated condensed 

25 heterocyclic groups containing 1 to 5 nitrogen atoms, for example, indolyl. isoindolyl, indolizinyl, benzimidazolyl, qui- 
nolyl isoquinolyl, indazolyl, benzotriazolyl, tetrazolopyridazinyl [e.g., tetrazolo [1 ,5-b]pyridazinyl]; unsaturated 3- to 
6-membered heteromonocyclic groups containing an oxygen atom, for example, pyranyl, 2-furyl, 3-furyl, etc.; unsatu- 
rated 5- to 6-membered heteromonocyclic groups containing a sulfur atom, for example, 2-thienyl, 3-thienyl, etc.; un- 
saturated 5- to 6-membered heteromonocyclic groups containing 1 to 2 oxygen atoms and 1 to 3 nitrogen atoms, for 

30 example, isoxazolyl, oxadiazolyl [e.g., 1 ,2,4-oxadiazolyl, 1 ,3,4-oxadiazolyl, 1 ,2,5-oxadiazolyl]; unsaturated condensed 
heterocyclic groups containing 1 to 2 oxygen atoms and 1 to 3 nitrogen atoms [e.g., benzoxazolyl, benzoxadiazolyl]; 
unsaturated 5-to 6-membered heteromonocyclic groups containing 1 to 2 sulfur atoms and 1 to 3 nitrogen atoms, for 
example thiazolyl, thiadiazolyl [e.g., 1 .2,4-thiadiazolyl, 1 ,3,4-thiadiazolyl, 1 ,2,5-thiadiazolyl]; unsaturated condensed 
heterocyclic groups containing 1 to 2 sulfur atoms and 1 to 3 nitrogen atoms [e.g., benzothiazolyl, benzothiadiazolyl] 

35 and the like The term also embraces radicals where heterocyclic radicals are fused with aryl radicals. Examples of 
such fused bicyclic radicals include benzofuran, benzothiophene, and the like. Said "heterocyclyl" group may have 1 
to 3 substituents such as lower alkyl, hydroxy, oxo, amino and lower alkylamino. 

[0093] Heterocyclic radicals can include 3- to 10-membered fused or unfused radicals. Preferred examples of het- 
eroaryl radicals include benzofuryl, 2,3-dihydrobenzofuryl, benzothienyl, indolyl, dihydroindolyl, chromanyl, benzo- 
40 pyran thiochromanyl, benzothiopyran, benzodioxolyl, benzodioxanyl, pyridyl, thienyl, thiazolyl, furyl, and pyrazinyl. 
More preferred heteroaryl radicals are 5- or 6-membered heteroaryl, containing one or two heteroatoms selected from 
sulfur nitrogen and oxygen, selected from thienyl, furanyl, thiazolyl, imidazolyl, pyrazolyl, isoxazolyl, isothiazolyl,pyndyl, 
piperidinyl and pyrazinyl. 

[0094] The term "aralkyl" embraces aryl-substituted alkyl radicals. Preferable aralkyl radicals are "lower aralkyl rad- 
45 icals having aryl radicals attached to alkyl radicals having one to six carbon atoms. Even more preferred are lower 
aralkyl radicals having phenyl attached to alkyl portions having one to three carbon atoms. Examples of such radicals 
include benzyl, diphenylmethyl and phenylethyl. T he aryl in.said aralkyl may be additionally substituted with halo, alkyl, 
alkoxy, haloalkyl and haloalkoxy. The term " arylalkenyl" embraces aryl-substituted alkenyl radicals. Preferable aryla- 
Ikenyl radicals are "lower arylalkenyl" radicals having aryl radicals attached to alkenyl radicals having two to six carbon 
so atoms Examples of such radicals include phenylethenyl. The aryl in said arylalkenyl may be additionally substituted 
with halo, alkyl, alkoxy, haloalkyl and haloalkoxy. The aryl in said aralkyl and arylalkenyl may be additionally substituted 
with halo, alkyl, alkoxy, haloalkyl and haloalkoxy. _ ^_ ^ _ 

[0095] The terms benzyl and phenylmethyl are interchangeable. 

[0096] The term "heterocyclylalkyl" embraces heteTbcyclic-substituted alkyl radicals. More preferred heterocyclyla- 
55 Ikyl radicals are "5- or 6-membered heteroarylalkyl" radicals having alkyl portions of one to six carbon atoms and a 5- 
or 6-membered heteroaryl radical. Even -more preferred are lower heteroarylalkyl radicals having alkyl portions of one 
to three carbon atoms. Examples include such radicals as pyridylmethyl and thienylmethyl. 

[0097] The terms "alkoxy" and "alkyloxy" embrace linear or branched oxy-containing radicals each having alkyl por- 
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f .n. to *bout ten carbon atoms More preferred alkoxy radicals are "lower alkoxy" radicals having one to six 
T^e term "arvloxy" embraces aryl radicals attached through an oxygen atom to other radicals The term »ar- 

f^z^x^^ ekes » » r - *™^ o 

^d^ 

are lower alkylcarbony. radicals having one to three carbon a> °^^^^^ of sucn radica , s include 

sr?»"JS?ss; sees ~,, hy - 

bonyl radical substituted with an arylalkyl radical. More preferred radicals are phenyl-C 1 -C 3 alkylcarbony., g 
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benzylcarbonyl. . . 

[0108] The term "alkoxycarbonyl" means a radical containing an alkoxy radical, as defined above, attached via an 
oxygen atom to a carbonyl radical. Preferably, "lower alkoxycarbonyr embraces alkoxy radicals having one to six 
carbon atoms. Examples of such "lower alkoxycarbonyr ester radicals include substituted or unsubstituted methoxy- 

5 carbonyl ethoxycarbonyl, propoxycarbonyl, butoxycarbonyl and hexyloxycarbonyl. Even more preferred are lower 
alkoxycarbonyl radicals having alkoxy portions of one to three carbon atoms. The term "alkoxycarbonylalkyr embraces 
alkyl radicals substituted with an alkoxycarbonyl radical as defined above. More preferred are "lower alkoxycarbony- 
lalkyr radicals with alkyl portions having one to six carbons. Examples of such lower alkoxycarbonylalkyl radicals 
include substituted or unsubstituted methoxycarbonylmethyl, ethoxycarbonylmethyl, methoxycarbonylethyl and ethox- 

10 ycarbonylethyl. 

[0109] The term "aminocarbonyl" when used by itself or with other terms such as "aminocarbonylalkyr, "N-alkylami- 
nocarbonyl", "N-arylaminocarbonyl", "N.N-dialkylaminocarbonyl", "N-alkyl-N-arylaminocarbonyl", "N-alkyl-N-hy- 
droxyaminocarbonyl" and "N-alkyl-N-hydroxyaminocarbonylalkyl", denotes an amide group of the formula -C(=0)NH 2 . 
The terms "N-alkylaminocarbonyP and "N.N-dialkylaminocarbonyl" denote aminocarbonyl radicals which have been 
15 substituted with one alkyl radical and with two alkyl radicals, respectively. More preferred are "lower alkylaminocarbonyl" 
having lower alkyl radicals as described above attached to an aminocarbonyl radical. The terms "N-arylaminocarbonyl" 
and "N-alkyl-N-arylaminocarbonyl" denote aminocarbonyl radicals substituted, respectively, with one aryl radical, or 
one alkyl and one aryl radical. 

[0110] The lerm "aminoalkyl" embraces alkyl radicals substituted with amino radicals. The term "alkylaminoalkyl" 
20 embraces aminoalkyl radicals having the nitrogen atom substituted with an alkyl radical. Even more preferred are lower 
alkylaminoalkyl radicals having one to three carbon atoms. 

[0111] The terms "N-alkylamino" and "KN-dialkylamino" denote amino groups which have been substituted with one 
alkyl radical and with two alkyl radicals, respectively. More preferred alkylamino radicals are "lower alkylamino" radicals 
having one or two alkyl radicals of one to six carbon atoms, attached to a nitrogen atom. Even more preferred are 

25 lower alkylamino radicals having one to three carbon atoms. Suitable "alkylamino" may be mono or dialkylamino such 
as N-methylamino. N-ethylamino, N : N-dimethylamino, N,N-diethylamino or the like. The term "arylamino 0 denotes ami- 
no groups which have been substituted with one or two aryl radicals, such as N-phenylamino. The "arylamino" radicals 
may be further substituted on the aryl ring portion of the radical. The term "aralkylamino" denotes amino groups that 
have been substituted with one or two aralkyi radicals. More preferred are phenyl-C r C 3 -alkylamino radicals, such as 

30 N-benzylamino. The "aralkylamino" radicals may be further substituted on the aryl ring portion of the radical. The terms 
"N-alkyl-N-arylamino" and "N-araikyl-N-alkylamino" denote amino groups which have been substituted with one aralkyi 
and one alkyl radical, or one aryl and one alkyl radical, respectively, to an amino group. 

[01 1 2] The additional terms used to describe the substituents of the compounds of Formulae l-Vll and not specifically 
defined herein are defined in a similar manner to that illustrated in the above definitions. 
35 [0113] The terms "treatment" and "treating" refers to any process, action, application, therapy, or the like, wherein a 
subject, including a human being, is provided medical aid with the object of improving the subject's condition, directly 
or indirectly, or slowing the progression of a condition or disorder in the subject. 

[01 1 4] The term "prevention" or "prophylaxis" includes either preventing the onset of clinically evident inflammation 
or inflammation related disorders altogether or preventing the onset of a preclinically evident stage of inflammation or 
40 an inflammation related disorder in individuals. 

[01 1 5] The term "therapeutically-effective" is intended to qualify the amount of each agent that will achieve the goal 
of improvement in disease severity and the frequency of incidence while avoiding adverse side effects typically asso- 
ciated with alternative therapies. 

[0116] The term "prodrug" refers to a compound that is a drug precursor that, following administration to a subject 
45 and subsequent absorption, is converted to an active species in vivo via some process, such as metabolic conversion. 
Other products from the conversion process- are easily disposed of by the body. More preferred prodrugs produce 
products from the conversion process that are generally accepted as safe. By way of illustration and not limitation, U. 
S. Patent No. 5,932,598 describes prodrug forms of compounds that are substituted sulfonamide compounds that 
selectively inhibit cyclooxygenase-2. For example, the prodrug may be an acylated form of the active compound such 
so as an acylated sulfonamide. 

[0117] The term "co-therapy" (or "combination-therapy"), in defining use of a cyclooxygenase-2 inhibitor agent and 
another pharmaceutical agent, is intended to embrace administration of each agent in a sequential manner jn a regimen 
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that will provide beneficial effects of the drug combination, and is intended as well to embrace co-administration of 
these agents in a substantially simultaneous manner, such as in a single capsule having a fixed ratio of these active 
55 agents or in multiple, separate capsules for each agent. 
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Stereoisomers. Tautomers, Protec ted Acids and Salts 

[0118] Also included in the family of compounds of Formulae I through VII are the stereoisomers thereof including, 
but not limited to enantiomers, diastereomers, racemic mixtures and other mixtures thereof. ,w OMwn 
[01 1 9] Also included in the family of compounds of Formulae I through VII are the tautomeric forms of those com- 

ratto?" Also included in the family of compounds of Formulae I through VII are the protected acids thereof, such as 
esters hydroxyamino derivatives, amides and sulfonamides. Thus, for example, primary and secondary am.nes 
can be -ac ed w° jth y camoxylic acid substituted forms of Formulae l-Vll to form amides which can be 
Preferred amines are heterocyclic amines, including optionally substituted aminothiazoles optionally substituted am.- 
no soxazoles, and optionally substituted aminopyridines; aniline derivatives; sulfonamides; 
and the like. The esters, hydroxyamino derivatives and sulfonamides can be prepared from the acute by methods 

SlT] t0 A 0 .so included" inThetmily of compounds of Formulae ,-VI, are the pharmaceutica.ly-acceptable salts thereoT 
T^e irm 'Pharmaceuticauy-acceptable salts" embraces salts commonly used to form alkali metal salts and to form 
ISdi JnUs Tfree acids or free bases. The nature of the salt is not critical, provided that It » pharmaceutica.ly- 
Sfsl* pharmaceutically-acceptable acid addition salts of compounds of Formulae .-VII may be prepared 
ZnlZo^c add or from an organic acid. Examples of such inorganic acids are hydroch ^o ^ro^ hy- 
droTodic nil, carbonic, sulfuric and phosphoric acid. Appropriate organic acids may be se.ected from aliphatic cy- 
Siphatic a omatic. a aliphatic, heterocyclic, carboxylic and sulfonic classes of orgamc ac.ds, examples o wh ch 
are S acetic, propionic, succinic, glycolic, gluconic, lactic, malic, tartaric, citric, ascorb.c, glucuronic^ le.c, fu- 
mar cTy uvTc. aspartic, glutamic, benzoic, anthrani.ic, mesylic, sa.icyc.ic, salicyc.ic, 4-hydroxybenzo,c, 
mandeEc, errtbonic (pamoic), methanesu.fonic, ethanesulfonic, benzenesu.fonic, pantothemc, 2-hydroxye ^n^fon- 
rtotenesulfonic, su.fani.ic cyCohcxy.aminosulfonic, stearic, algenic, N-hydroxybutync, sahcychc, gWml^ 
.acturonic acid. Surtab.e pharmaceutically-acceptab.e base addition sa.ts of compounds of Formulae 
ta.lic salts such as salts made from aluminum, calcium, lithium, magnes.um, potass.um, sod.um and zinc, or salts 
made f mm organic bases including primary, secondary and tertiary amines, substituted amines inching ^-mines, 
such as caffeine arginine diethylamine, N-ethyl piperidine, histidine, glucamine, isopropylamine, lysine, morphol.ne, 
N-ethyf mwph^ine piperazine, piperidine, trieJhy.amine, trimethy.amine. All of these sa.ts may be prepared by con- 
ventjona" means from the corresponding compounds of the invention by reacting, for example, the appropnate add or 
base with the compounds of Formulae l-VII. 

Pharmaceutical Compositions 

[01221 Also embraced within this invention is a class of pharmaceutical compositions comprising the ™e or more of 
he active compounds of Formulae l-VII in association with one or more non-toxic, pharmaceutically-acceptable earners 
aXL"Ta^r adjuvants (collectively referred to herein as "carrier" materials) and if desired, ^ ^active 
ingredients. The act^e compounds of the present invention may be administered by any ^-table ou e^ pre OTMyn 
the form of a pharmaceutical composition adapted to such a route, and in a dose effect.ve for the treatment ntended. 
The acTe ^compoTds and compositions may, for example, be administered orally, pu.monary, mucosally, mtravascu- 
larlv intraDeritoneallv subcutaneously, intramuscularly or topically. 

0 23 For ^om, administration, the pharmaceutical composition may be in the form of, for example, a tablet, capsule^ 
suspension or liquid. The pharmaceutical composition is preferably made in the form of a dosage unit conta mng a 
Particular amount of the active ingredient. Examples of such dosage units are tablets or capsules. The active ingred.ent 
S alio be administered by injection as a composftion wherein, for example, saline, dextrose or water may be used 



[01 24] The amount of therapeutically active compounds which are administered and the dosage regimen fo treat ng 
a disease condition with the compounds and/or compositions of this invention depends on a variety of factors, .ncludmg 
the age weight, sex and medical condition of the subject, the severity of the disease, the route and frequency of 
admiration, and the particular compound employed, and thus may va 7 widely. The 

may contain active ingredients in themnge of about 0.1 to 2000 mg, preferably in the range of about 05 to 500 mg 
and most preferab.y between about 1 and 100 mg. A daily dose of about 0.01 to 100 mg/kg body weight, preferably 
betwTen about 0.5 and about 20 mg/kg body weight and most preferab.y between about 0.1 to 1 0 mg/kg body we.ght, 

may be appropriate. The daily dose can be administered in one to four doses per day. 

[oi 25] in the case of psoriasis and other skin conditions, it may be preferable to apply a top.cal preparation of com- 
oounds of this invention to the affected area two to four times a day. 

[0126? For inflammations of the eye or other externa, tissues, e.g., mouth and skin, the formulations are pre erabfy 
applied as a topical ointment or cream, or as a suppository, containing the active ingred.ents .n a total amount of, for 
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example, 0.075 to 30% w/w, preferably 0.2 to 20% w/w and most preferably 0.4 to 15% w/w. When formulated in an 
ointment, the active ingredients may be employed with either paraffinic or a water-miscible ointment base. Alternatively, 
the active ingredients may be formulated in a cream with an oil-in-water cream base. If desired, the aqueous phase of 
the cream base may include, for example, at least 30% w/w of a polyhydric alcohol such as propylene glycol, butane"-' 

5 1 ,3-diol, mannitol, sorbitol, glycerol, polyethylene glycol and mixtures thereof. The topical formulation may desirably 
include a compound which enhances absorption or penetration of the active ingredient through the skin or other affected 
areas. Examples of such dermal penetration enhancers include dimethylsulfoxide and related analogs. The compounds 
of this invention can also be administered by a transdermal device. Preferably topical administration will be accom- 
plished using a patch either of the reservoir and porous membrane type or of a solid matrix variety. In either case, the 

10 active agent is delivered continuously from the reservoir or microcapsules through a membrane into the active agent 
permeable adhesive, which is in contact with the skin or mucosa of the recipient. If the active agent is absorbed through 
the skin : a controlled and predetermined flow of the active agent is administered to the recipient. In the case of micro- 
capsules, the encapsulating agent may also function as the membrane. 

[0127] The oily phase of the emulsions of this invention may be constituted from known ingredients in a known 
is manner. While the phase may comprise merely an emulsifier, it may comprise a mixture of at least one emulsifier with 
a fat or an oil or with both a fat and an oil. Preferably, a hydrophilic emulsifier is included together with a lipophilic 
emulsifier which acts as a stabilizer. It is also preferred to include both an oil and a fat. Together, the emulsifier(s) with 
or without stabilizer(s) make-up the so-called emulsifying wax, and the wax together with the oil and fat make up the 
so-called emulsifying ointment base which forms the oily dispersed phase of the cream formulations. Emulsifiers and 
20 emulsion stabilizers suitable for use in the formulation of the present invention include Tween 60, Span 80, cetostearyl 
alcohol, myristyl alcohol, glyceryl monostearate, and sodium lauryl sulfate, among others. 

[0128] The choice of suitable oils or fats for the formulation is based on achieving the desired cosmetic properties, 
since the solubility of the active compound in most oils likely to be used in pharmaceutical emulsion formulations is 
very low. Thus, the cream should preferably be a non-greasy, non-staining and washable product with suitable con- 

25 sistency to avoid leakage from tubes or other containers. Straight or branched chain, mono- or dibasic alkyl esters 
such as di-isoadipate, isocetylstearate, propylene glycol diesterof coconut fatty acids, isopropyl myristate, decyl oleate, 
isopropyl palmitate, butyl stearate, 2-ethylhexyl palmitate or a blend of branched chain esters may be used. These 
may be used alone or in combination depending on the properties required. Alternatively, high melting point lipids such 
as white soft paraffin and/or liquid paraffin or other mineral oils can be used. 

30 [0129] Formulations suitable fortopicai administration tothe eye also include eye drops wherein the active ingredients 
are dissolved or suspended in suitable carrier especially an aqueous solvent for the active ingredients. The antiinflam- 
matory active ingredients are preferably present in such formulations in a concentration of 0.5 to 20%, advantageously 
0.5 to 1 0% and particularly about 1 .5% w/w. 

[0130] For therapeutic purposes, the active compounds of this combination invention are ordinarily combined with 
35 one or more adjuvants appropriate to the indicated route of administration. If administered per os, the compounds may 
be admixed with lactose, sucrose, starch powder cellulose esters of alkanoic acids, cellulose alkyl esters, talc, stearic 
acid, magnesium stearate, magnesium oxide, sodium and calcium salts of phosphoric and sulfuric acids, gelatin, acacia 
gum', sodium alginate, polyvinylpyrrolidone, and/or polyvinyl alcohol, and then tableted or encapsulated for convenient 
administration. Such capsules or tablets may contain a controlled-release formulation as may be provided in a disper- 
40 sion of active compound in hydroxypropyimethyl cellulose. Formulations for parenteral administration may be in the 
form of aqueous or non-aqueous isotonic sterile injection solutions or suspensions. These solutions and suspensions 
may be prepared from sterile powders or granules having one or more of the carriers or diluents mentioned for use in 
the formulations for oral administration. The compounds may be dissolved in water, polyethylene glycol, propylene 
glycol, ethanol, com oil, cottonseed oil, peanut oil, sesame oil, benzyl alcohol, sodium chloride, and/or various buffers. 
45 other adjuvants and modes of administration are well and widely known in the pharmaceutical art. 

[0131] For pulmonary administration, the pharmaceutical composition may be administered in the form of an aerosol 
or with an inhaler including dry powder aerosol. 

General Synthetic Procedures 

50 

[0132] The compounds of the invention can be synthesized according to the procedures set forth below. The sub- 
stituents of the compounds shown in the following procedures generally have the same definition as the substituents 
at the corresponding position in the compounds of Formulae l-Vlt, except where further noted. For example, unless 
otherwise noted, R 1 , R 2 and R 3 as used in the procedures below correspond to R 1 , R 2 and R 3 as previously defined; 
55 R3A and r3B correspond to substituents independently selected from R 3 as previously defined; and R s corresponds 
to a functional group selected from the group consisting of hydrogen and the optional substituents previously defined 
for the R 1 cyclohexyl, pyridinyl and phenyl moieties. Unless otherwise noted, X H as used in the procedures below 
corresponds to halogen. Although the discussion of the synthetic .methodology outlined below focuses primarily on 
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to the preparation of trifluoro compounds (i.e., wherein both of X 1 and X* are fluoro). 



w 
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1. X l =H, X 2 =F 

2. X=F, X 2 = H 



3. X'=H, X 2 = F 

4. X=F, X 2 = H 



mSoSS^outined below ,or the various diary, substituted heterocyc.es disclosed m th. app.-oat.on. 
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H 3 C 




[O] 




CH 3 



35 



5. X'= H, X = F 



6. X l =F, X*-H 



2 _• 



1. X^H, X 2 = F 

2. xW, X 2 = H 
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1. X^H, X 2 = F 

2. X = F, X 2 = H 




(R" 3 B) 



7. X*=H, X 2 = F 

8. X ] =F, X 2 = H 



Scheme I 
1. R'Li, THF, -7S°C 



2. BR M 3, 



L reflux 



2. H 2 NOS0 3 H, 
NaOAc, H 2 0 




(R M 3 B) : 



7. X ! =H, X 2 =F 

8. X*=F, X 2 = H 




3. X^H, X 2 = F 

4, X 1 =F,X 2 = H 



[01 35] The sulfonamide 3 or 4 can be obtained from the corresponding sulfone 1 or 2 by treatment with an alkyt base 
such as butyllithium, methyllithium, and the like in ethereal solvents such as tetrahydrofuran at approximately -78 °C. 
In a second step, a trialkyl-borane such as triethylborane or tributylborane is added affording the corresponding inter- 
mediate borate 7 or 8 which is warmed to room temperature prior to refluxing for 16 hours or an appropriate period of 
time. The solution is cooled to room temperature. Water, sodium acetate and hydroxylamine-Osulfonic acid are then 
added to yield the sufonamide 3 or 4 [Hwang, Tetrahedron Letters, 35, 7201-04(1994)]. 
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Scheme II 
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1. X'=H, X 2 = F 

2. X ! =F, X 2 = H 




1. R'Li, THF, -78°C 



2. (CH 3 ) 3 SiCH 2 Cl 



NH 2 OS0 3 H 



NaOAc 




4i(CH 3 ) 3 11. X^H, X 2 = F 
12.X , = F,X 2 = H 
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3. X'=H, X 2 = F 

4. X'=F, X 2 = H 



13. -X-'-H, X Z = F 



2_- 



14. X*=F, X* = H 



2_- 



roi361 In Scheme II sulfonamide 3 or 4 can be obtained by treatment of the corresponding sulfone 1 or 2 with i an 
I y, ts .STTbilium. Addition* trimethy.silyi-methylchloride affords the corresponding "^^J 
sine 11 or 12. Desolation by a reagent such as tetra-n-butyl ammonium , luonde to ,a "J"^^^^ 
12 followed by in situ ethylene extrusion affords the sulfinic acid 13 or 14 [Vhu, Stero.ds 67 543-45 (1997» Sulf n.c 
acid 113 or 14 can be converted to the corresponding sulfonamide 3 or 4 by the addition of sod.um acetate and hydrox- 
ylamine-Osulfonic acid. . 
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Scheme III 
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H 3 C S 



5. X'=H, X 2 = F 

6. X'=F, X 2 = H 



1. [O] 



2. (RCO) 2 0 
heat 




15. X^H, X 2 = F 

16. X'=F, X 2 = H 

1. [O] 

2. "OH, or "OR 
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3. X l =H, X 2 = F 

4. X'-F, X 2 = H 



NH 2 OS0 3 H 



NaOAc 



H 



13. X ! =H, X 2 -F 

14. X l =F, X 2 -H 



[0137] In Scheme HI sulfonamides 3 or 4 can be prepared from the methylthio group from the corresponding ring 
substitution in 5 or 6 by conversion of the methylthio moiety to the sulfoxide by careful addition of one equivalent of an 
oxidizing agent such as m-chloroperbenzoic acid, monoperoxyphthalic acid, or OXONE®. A Pummer rearrangement 
performed by mixing the resulting sulfoxide in anhydrides followed by heating provides the corresponding thioacetal 
15 or 16 Oxidation to the sulfone as described earlier followed by treatment with either hydroxide or an alkoxide 
provides the corresponding sulfinic acid 13 or 14 [Vleeschauwer, Syn. Lett., 4, 375-77, (1 997)]. The sulfinic acid 13 or 
1 4 can be converted to the desired sulfonamide 3 or 4 by the addition of a suitable base such as sodium acetate and 
hydroxylamine-O-suifonic acid in aqueous alcoholic solvents such as methanol-water or ethanol-water. 
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Scheme IV 

1. [O] 

2. CF 3 C0 2 0 
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5. X^H, X 2 = F 

6. X 1= F, X 2 = H 



X" 

17. X*=H, X 2 =F 

18. X l =F, X 2 =H 

CI,/ ethanol 




NH 4 OH 
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3. X = H, X- = F 



19. X l =H, X 2 = F 



20. X l =F, X' = H 



4. X'=F, X" = H 



2 _• 



T01381 Alternatively Scheme IV illustrates another procedure forthe preparation of sulfonamides 3 or 4 starting with 

sulfide 17 or 18 is treated with chlorine providing the correspond.ng sulfonyl-chlonde 19 or 20. ™W<*™ 10 
ammonia to the sulf onylchloride 1 9 or 20 affords the desired sulfonamide 3 or 4 [Kharash, J. Am. Chem. Sac, 73, 3240 

(1951)]. 
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21. XS-H, X 2 = F 

22. X , = F,X 2 = H 



23. X^H, X 2 = F 

24. X 1 == F,X 2 = H 



[0139] _ Difluoro-4-methylthio P henyl-substituted- P henyl-ethanones 21, 22, 23 and 24 are intermediates used in the 
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preparation of many of the diaryl-heterocycles disclosed in this application. The following is a description of several 
methods for their preparation. 

Scheme V 
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25. X ! = H, X 2 = F 
• 26. X 1 = F, X 2 = H 



1. NaSCH 3 



H 3 CS 




27. X ! =H S X 2 = F 

28. X 1 = F,X 2 = H 
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27. X 1 =H,X 2 = F 

28. X l =F,X 2 = H 



1. (CH 3 ) 3 SiCN/ZnI 2 - 
- — 

2. Lithium diisopropyl amide 



,CH 2 X 




H 3 CS 




21. X 1 = H,X 2 = F 

22. X 1 = F,X 2 = H 



35 



40 



[0140] Scheme V illustrates the preparation of a deoxybenzoin 21 or 22. Mixing trifluorobenzaldehyde 25 or 26 with 
sodium thiomethoxide in polar solvents such as acetonitrile or dimethylf ormamide produces the corresponding dif luoro- 
4-methylthiobenzaldehyde 27 or 28. A solution of the aldehyde, zinc iodide, and trimethylsilyl cyanide in a halogenated 
solvent such as dichloromethane is mixed at room temperature affording a trimethylsilylcyanohydrin. Deprotonat.on of 
the cyanohydrin with a base such as lithium diisopropylamide or lithium hexamethyl-disilylamide followed by addition 
of an appropriately substituted benzylhalide and acid-base workup of the reaction yields the corresponding 1 -(dif luoro- 
4-methylthiophenyl)-2-(substituted-phenyl)-ethanone 21 or 22. 
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Scheme VI 
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I . NaBH 4 



27. X^H, X 2 =F 

28. X W, X 2 =H 



2. CH 3 C 6 H 4 S02Cl 

3. NaX H 



H 3 CS 




HC 2 X H 



29. X l =H, X 2 =F 

30. X ! =F,X 2 -H 
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29. X 1 =H, X 2 =F 

30. xW, X 2 =H 



Si(CH 3 ) 3 




H 3 CS 
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23. X ! «H, X 2 «F 

24. X ! =F,X 2 «H 
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T01 411 A synthetic scheme for the preparation of difluoro-4.methylthiophenyl-substituted-phenyl-ethanone 23 or 24, 

tSS^ve regiochemistry'is outlined in Scheme V, Reduction of the 
27 or 28 with hydride reagents such as sodium borohydride, lithium aluminum hydr.de, and the like affords the benzyl 
alcohol Conversion of the benzyl alcohol to the corresponding benzyl halide 29 or 30 ™ 
the preparation of the tosy.ate followed by displacement with chloride or brom.de .on (represen 
VI). These compounds can be utilized in the synthetic methodology described prev.ously to afford the desired 1 -(sub 
stituted-phenyl)-2-(difluoro-4-methylthiophenyl)-ethanone 23 or 24. 
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Scheme VII 
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2. H 2 0 
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H 3 CS 



27.X*=H, X 2 =F 
M.X^F.X^H 




C0 2 H 



32. X ! =H, X 2 =F 

33. xW, X 2 =H 
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H 3 CS 




C0 2 H 



1. DPP A, TEA 

2. tert-BuOH ■ 

3. HC1 



H 3 CS' 




32. X'-H, X 2 =F 

33. X l =F, X 2 =H 



23. X 1 =H,X 2 =F 

24. X*=F, X^H 



[01 42] Scheme VII illustrates a procedure that can be used to prepare 1 -(substituted-phenyl)-2-(dif luoro-4-methyl- 
thiophenyl)-ethanone 23 or 24 from the corresponding difiuoro-4-methylthiobenzaldehyde 27 or 28. In step one, the 
aldehyde 27 or 28 and substituted phenylacetic acid 31 are heated in acetic anhydride and thethylamme which, upon 
aqueous quenching, affords the corresponding 2,3-disubstituted acrylic acid 32 or 33. Mixing of acrylic acid 32 or 33 
with diphenylphosphorylazide (DPPA) and triethylamine produces an acylazide. The acylazide undergoes a Curt.us 
rearrangement to an isocyanate which is trapped with re/?-butanol yielding a N-te/t-butylcartooxy-carbamate. Treatment 
of the carbamate with concentrated aqueous hydrochloric acid provides the desiredsubstiluted ketone 23 or 24. 
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Scheme VIII 
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N(GH 3 ) 2 _ ► 

heat 




N(CH 3 ) 2 



CH 3 



CH 3 



21 X 1 =H,X 2 = F 
22. X 1 =F,X 2 = H 



1. HSCH 2 C0 2 R 



33. X 1 = H, X 2 = F 

34. X 1 = F,X 2 = H 




SCH 2 C0 2 R 



1. NaOR 



ROH 




35. X'=H,X- = F 

36. X 1 =F,X 2 = H 



37. X 1 = H,X 2 = F 

38. X 1 = F,X 2 = H 
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r0143l The preparation of '3,4-diarylthiophene 37 or 38 is illustrated in Scheme VI... Difluoro-4-met hytthi .ophen*- 
subsWuted phenyl ethanone 21 or 22 and an acetal of dimethylformamide are refluxed together jntoluena Upon re- 
movl o the" so^ent and excess acetal, the enamine 33 or 34 is obtained. The enamine 33 or 3 4 ,s re ^ * 
dichloroethane with esters of thioacetic acid affording a mixture of Michael add,t,on products 35 or 36. The 12 d.ch lo 
Shan is removed at reduced pressure and the residue is taken up in an alcoholic solvent and the relate* I so hum 
LCxfdeaddTupon mixing at room temperature the desired trisubstituted thiophene 37 or 38 ,s oota.ned afterpun- 
fication. 
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Scheme IX 
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37. X ] = H, X 2 = F 



38. X 1 = F, X* = H 
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R 2 = NH 2 , CH 3 

39. X 1 = H,XR 2 = F 

40. X 1 = F,X 2 = H 
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[0144]~As illustrated in Scheme IX, the methylthio moiety 37 or 38 can be converted to the corresponding difluoro- 
nated methyl sulphone or sulfonamide 39 or 40 as described previously. The ester group of thiophene 39 or 40 then 
can be manipulated using conventional organic laboratory procedures into a numberfunctional groups such as alcohol, 
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alkvl alkene alkyne, amide, cyano, etc. The ester group also oan be saponified and the resulting carboxylic acid 43 
or Shoved through a copper-mediated decarboxylation affording the desired 3,4- substrtuted d.pheny.thiophene 
45 or 46. 
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Scheme X 
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* [01451 "Alternatively, as illustrated in Scheme X, the remaining hydrogen of the thiophene ring 37 or 38 can be con _ 
verted to a halogen or nitro group in the corresponding 47 or 48 and the ester ^J^^^^^ 
to a variety of functional groups as in the corresponding difluoronated compounds 49, 50, 51 or 52, respecnvely 
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Scheme XI 
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[01 46] Initiation of the thiophene protocol with the second regioisomer of the difluoro-4-methylthiophenyl-substituted- 
phenyl ethanone 21 or 22 and implementation of the thiophene chemistry described in Scheme X affords thiophenes 
with the regiosubstitution shown in Scheme XI. — . 
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Scheme XII 
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[0147] Synthetic Scheme XII illustrates the preparation of tetrasubstituted pyrazoles from acetophenone 61 . In step 
1 of synthetic Scheme XII, the phenyl-methyl ketone 61 is treated with a base and an alkylating reagent (R 3A L, where 
L. represents a leaving group such as tosyl) to give the substituted ketone 62. In step 2, the substituted ketone 62 is 
treated with base, such as sodium methoxide, and an acylating reagent such as an ester (R3BC0 2 CH 3 ), or ester equiv- 
alent (R3BcO-imidazoie) to give the intermediate diketone 64 [Reid, Calvin, J. Amer. Chem. Soc, 72, 2948-52 (1 950)). 
In step 3 the diketone 64 is reacted with a substituted hydrazine 65 or 66 in acetic acid or an alcoholic solvent to give 
a mixture of corresponding pyrazoles 67 and 69, or 68 and 70, respectively. Separation of the desired pyrazole 69 or 
70 can be**acKieved by chromatography or recrystallization. ~~ « 
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Scheme XIII 
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[0148] Synthetic Scheme XIII illustrates the preparation of 4-unsubstituted pyrazoles (i.e., R 3A as used in Scheme 
XIII is hydrogen). Instep 1„ketone61 is treated with a base, preferably sodium methoxide or sodium hydride, and an 

so ester, or ester equivalent, to form the intermediate diketone 71 which is used without further purification. In step 2, 
diketone 71 in an anhydrous protic solvent, such as absolute ethanol or acetic acid, is treated with the hydrochloride 

— —salt or the free base of a substituted hydrazine 65 or 66 at reflux for 1 0 to 24 hours to afford a mixture of pyrazoles 72 
and 74, or 73 and 75, respectively. Recrystallization frorn_diethyl ether/hexane or chromatography affords the corre : 
sponding desired compound 74 or 75, usually as a light yellow or tan solid. Additional pyrazoles can be prepared in 

55 accordance with the methods described in U.S. Patent Nos. 5,401,765, 5,434,178, 4,146,721 , 5,051 ,51 8, 5,134,142, 
and 4,914,121, which are incorporated by reference. 
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Scheme XIV 
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r0149l Synthetic Scheme XIV illustrates the preparation of 4 J 5-dihydrobenz[g]inda2ole compounds. In step 1 ethyl 
esters of acetates are mixed with base, such as 25% sodium methoxide in a protic solvent, such as methanol and 
1 tetralone derivative 76 to give the intermediate diketone 77. In step 2, the diketone 77 ,n an anhydrous protic solvent, 
uct ai ^ absolute ethanol or acetic acid, is treated with the free base or hydrochloride 
65 or 66 at reflux for 24 hours to afford a mixture of corresponding pyrazoles 78 and 80, or 79 and 81 . RecrystaUizat.cn 
gives the 4.5-dihydrobenz[g]indazolyl-benzenesulfonamide 78 or 79. 
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Scheme XV 
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[01 50] Synthetic Scheme XV illustrates the preparation of 4-chloro-pyrazole compound 82 or 83, from the pyrazole 
compound 74 or 75 wherein R 3A is hydrogen. Chlorination. results from passing a stream of chlorine gas at room 
25 temperature through a solution containing 74 or 75. 
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[0151] Synthetic Scheme XVI illustrates an alternative regioselective method of constructing pyrazole 74 or 75. 
Commercially available enones 84 can be epoxidized to give epoxyketones 85, which are treated with the appropriate 
55 dif luoro-4-sulfonamido-phenylhydrazine hydrochloride 65 or 66, to provide the desired pyrazole 74 or 75, respectively. 
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so 



,0,», Schdnr. XV u«„» S . rdOJossiocivo r^od 0, ^ ^J^" — 

„opn. n c.ne 86 o, 87 is mixed «« sodium thio™mox««. a po« ."^"^ " e ^,. p h»non e 88 or 89 wim 

dftions to afford the methylthiopyrazo.e 93 or 94 after purification by chromatography or crystalhzat.on. 
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Scheme XVIII 
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[01 53] The methylthiopyrazole 93 or 94 can be converted to the desired dif luoro-4-methy Isulf onyl'pyrazole or dif luoro- 
4-sulfonamidylpyrazoles 95 or 96, respectively, using procedures described earlier. Similar pyrazoles can be prepared 
by methods described in U.S. Patent No. 5,486,534 which is incorporated by reference. W096/37476 describes meth- 
ods for the preparation of 3-haloalkyM H-pyrazoles and also is incorporated by reference. 
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[01 54] Synthetic Scheme XIX illustrates a procedure that can be used for the preparation of oxime intermediate 99 
or 100 Treatment of ketone intermediate 97 or 98 with hydroxyzine, generally prepared from hydroxylam.ne hydro- 
chloride by sodium acetate, provides ^corresponding oxime intermediate 99 oMOO respectively. A w.de variety of 
solvents can be used for this reaction including ethanol, toluene, and tetrahydrofuran. ^ _ 
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Scheme XX 
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r0155] Synthetic Scheme XX illustrates a procedure that can be used for the preparation of hydrated .soxazote 
derfvatives 101 or 102. The substituted oxime 99 or 1 00 is treated with at least two equ ivalents of a bas^ 
bZSwum in hexanes to produce a dianion which is subsequently acylated. Suitable acylat.ng agents are anhydndes, 
^ZZT^Z the .i.e. Upon quenching the reaction mixture wtth di.ute aqueous acid, the correspond^ 
hydrated isoxazole derivative 101 or 102 can be isolated by crystallization or chromatography. 
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101. X 1 = H, X 2 = F 

102. X 1 =F, X 2 = H 



103. X^H, X 2 = F 

104. X'=F, X 2 = H 



roiBGl Svnthetic Scheme XXI illustrates^ procedure that can be used for the preparation of isoxazole analog 103 
l or104thfo^ HS^^^th. co^-ponSng hydrated isoxazole derivative 101 or 102. Substituted hydrated ■ .o- 
xazole 101 or 102 is dissolved in an appropriate solvent such as toluene and then treated w,th a catalyhc o s,o ch,o- 
m"r ic amount of concentrated sulfuric acid to effect dehydration and thereby produ ce ^^^SS^" d nZ 
Other acidsalso can be employed to effect this transformation such as concentrated HCI, concentrated HBr and many 

others. 
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Scheme XXII 
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[0157] Synthetic Scheme XXII illustrates a procedure that can be used for the preparation of substituted dif- 
luoro-(4-sulfonamidy!)phenylisoxazolc analog 105 or 106 from the corresponding difluorophenylisoxazole 103 or 104. 
The procedure is a two step process for the direct introduction of the sulfonamide moiety into difluorophenylisoxazole 
103 or 104 or hydrated isoxazole 101 or 102. In step one, isoxazole 103 or 104 or hydrated isoxazole 101 or 102 is 
treated at about 0° C with two or three equivalents of chlorosulfonic acid to form the corresponding sulfonyl chloride. 
In step two, the sulfonyl chloride thusformed is treated with concentrated ammonia to provide the sulfonamide derivative 
105 or 106. 
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[0158] Synthetic Scheme XXIII illustrates a three step procedure used to prepare sulfonamide 105 or 106 from the 
corresponding difluorophenyl isoxazole 103 or 104. In step one, the difluorophehyl isoxazole 103 or 104 is converted 
55 ■ into the corresponding sulfonic acid by treatment with sulfur trioxide pyridine complex at about 1 00 °C. In step two, the 
sulfonic acid is converted into the sulfonyl chloride by the action of phosphorus oxychloride. In step three, the sulfonyl 
chloride is treated with excess concentrated ammonia to provide difluoro-4-sulfonamidyl-phenylisoxazole 105 or 106. 
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Scheme XXIV 
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r0159l Scheme XXIV illustrates a five step procedure for the preparation of substituted isoxazole derivatives. Ir > the- 
J t step subTuteXnyl 2-(dif.uoro-4-methylthiophenyl)-ethanone 21 or 22 is converted to the 

the irnamid" unmasked by treatment with aqueous sulfuric acid to form the isoxazole denvahve 111 or 112 as 
desired. . , - ... 
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Scheme XXV 



10 



15 



20 



H 3 CS 




111. X 1 =H, X 2 = F 

112. X l =F, X 2 = H 




113. X ! =H, X 2 = F 
114-X^F, X 2 = H 
R 2 = CH 3 orNH 2 



25 [0160] As illustrated in Scheme XXV, the m ethyls u If ide moiety 111 or 112 prepared in Scheme XXIV can be con- 
verted to the sulfonamide or methylsulfone diarylisoxazole 113 or 114. . 



30 



35 



40 



45 



50 



55 



93 



BNSDOCID: <EP 1251 126A2_1_> 



EP 1 251 126 A2 



Scheme XXVI 
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40 [01611 Scheme XXVI illustrates a three-step procedure forthe preparation of another isoxazole isomer. In step one 
substituted 1 ,2-diphenylbutenone 115 or 116 is converted to the corresponding oxime 117 or 118 by treatment wrth 
hydroxylamine hydrochloride in the presence of sodium acetate in aqueous ethanol. The oxime 117 or 118 is then 
reacted with potassium iodide and iodine in the presence of base, such as sodium bicarbonate, to afford a halo inter- 
mediate. Sodium bisulfite is added to form the corresponding isoxazole 119 or 120. 
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Scheme XXVII 
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20 [01 62] Treatment of the isoxazole 1 1 9 or 1 20 with chlorosulfonic acid provides, after workup, the intermediate sulfonyl 
chloride which can be converted to the corresponding sulfonamide 121 or 122 by mixing with ammonia in various 
solvents In addition, difluoro-4-sulfonamidyl-phenyl type diaryl/heteroaryl isoxazoles can be prepared by the methods 
described in PCT Application Serial No. US96/01869, PCT documents WO92/051 62 and W092/1 9604, and European 
Publication EP.26928, which are incorporated by reference. 
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[0163] Scheme XXVIII illustrates a synthetic pathway for preparation of furanones. The acetophenone 86 or 87 is 
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Scheme XXIX 
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[0164] The methylthiofuranones 126 or 127 can 
30 . furanones 128 or 129 as previously outlined. 



be converted to the corresponding methylsulfonyl and sulfonamide 
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Scheme XXX 
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[0165] The furan 130 or 131 can be prepared from the corresponding furanone 126 or 127 by reduction and rearo- 
matization though dehydration. Treatment of the furanone 126 or 127 in chlorinated solvents such as dichloromethane 
at reduced temperatures with hydride reagents such as diisobutylaluminum hydride (DIBAL-H) followed by treatment 
with mineral acids to catalyze the dehydration of the resulting hemiacetal affords the corresponding furan 130 or 131 
[Singh, Indian J. Chem., Sect, B., 29, 954-60 (1990)]. The sulfide can be converted to the sulfone 132 or 133 and 
sulfonamide 134 or 135 as previously described. 
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Scheme XXXI 
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[0166] Scheme XXXI illustrates the preparation of the difluoro^-sulfonyJphenyl-.m.dazole 146 or J47 - f"*^™ 
so S the 4-fluorine in thfluoro-nitrobenzene 136 or 137 with sodium thiomethoxide prov.des ^ 
4-methvlthio-nitrobenzene 138 or 139. Reduction of the nitro group to an am.ne can be accomphshed th r0 ^ h y« r ° 
aenation over a metallic catalyst such as palladium or platinum on various supports. The resulhng pheny am ne 140 
or 1 4 can be reacted with substituted nitriles in the presence of a.kylaluminum reagents such a tnm^^n^nn 



nert so vents sucn as LoiueriKuiuci^^j^'i^' — « ^ ... . ^»««^i:,.r«- 

ir^gha toketone in th e presence of ^ iTToTganic or organic bases such as triethy.am.ne, dnsopropy.am^e or sod.um 
bicarbonate dimethyttormamide gives a 4,5-dihydro 1 m,dazo e that can be 

dXSd in the presence of catalytic mineral acids to afford the corresponding 1 ,2-disubst.tuted .m.dazo.e 44 or 1 45 
[01671 These types of diaryl/heteroaryl imidazoles also can be P/ep^d^yJh^mjthods desenbed .n U.S. Patent 
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No 4 822 805 and PCT documents WO93/14082 and WO96/03388, which are incorporated by reference. The meth- 
ylsulf ide can be converted to the sulfones or sulfonamide affording substituted diarylimidazole 1 46 or 1 47 as previously 
described. 
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[0168] The 4-bromo-difluorobenzenesufonyl chloride 148 or 149 can be treated with sodium sulfite followed by treat- 
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merit wrth dimethylsulfate to afford the corresponding 4-bromo-difluoromethylsul1onyl-ben2ene 150 or ^^anic 
Synthesis Vol IV p 6741 Diaryl/heteroaryl cyc.opentene 158 or 159 comprising the dmuorosulfonyl fun^onal group 
c^Spared in^ccordance^with the general methods described in U.S. Patent No. 5,344,991 and PC ^docume 
WO95/00501 starting from the 4-bromo-difluoro-methylsutfonyl-benzene, as outlined in Scheme XXXII. U.S. PateM 
No 5 344,991 and PCT document WO95/0050 are incorporated by reference. The sulfone can be converted to the 
cyclopentenylphenylsulfonamide 160 or 161 as described previously. 
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162. X 1 =H,X 2 = F 

163. X^F.X^H 




165. X ! =H,X 2 = F 

166. X ! =F,X 2 = H 
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R 1 -B(OH) 2 



H 3 C0 2 S 
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165. X 1 =H,X 2 = F 

166. X^F.X'^H 




167. X^H.X^F 

168. X 1 =F,X 2 = H 



H 2 N0 2 S 
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- 169. X^^X^F 
170. X'-F.X^H 
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r0169l Synthetic Scheme XXXIII similarly illustrates a procedure forthe preparation of 1 ,2 diarylbenzene 169 or 170 
comprising the difluorosulfonyl functional group from 2-bromobiphenyl intermediate 167 or 168 (prepared similarly to 
the procedure described in Synthetic Scheme XXXII) and the appropriate substituted phenyl boronic acid utilizing a 
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Suzuki coupling procedure [Synth. Commun., 11, 513 (1981)]. Sulfonamides can be prepared from the sulfones as 
described earlier in this application. U.S. Application Serial No. 08/346,533 generally describes the preparation of 
terphenyl compounds and is incorporated by reference. 
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Scheme XXXIV 



NaOH , 

Aliquat 336 
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171. X 1 =H,X 2 = F 

172. X 1 - F, X 2 =H 




177. X 1 =H,X 2 = F 

178. X^F, X 2 = H 



H + 



173. X 1 =H,X 2 =F 

174. X 1 =F, X 2 -H 




175. X = H, X = F 

176. X 1 = F, X 2 = H 
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177. X 1 = H, X 2 = F 

178. X 1 = F, X 2 = H 




179. X 1 = H, X 2 = F 

180. X 1 = F,X 2 =H 

R 2 =NH 2 , CH 3 



55 



[0170] Scheme XXXIV illustrates the preparation of 3,4-diary!oxazol-2-one 179 or 180 and derivatives. Oxidation of 
the methyl group adjacent to the carbonyl carbon to an alcohplcanbe accomplished using base, aliquat 336 and 
oxygen (see, e.g., EP 1 97,704, which is incorporated by reference). Treatment of the resulting alcohol 1 73 or 174 with 
anJsocyanate followed by dehydration of the hydroxy intermediate 175 or 176 in the presence of acid affords the 
corresponding oxazolone compound 177 or 178. The methylsulfide group of oxazolone compound 177 or 178 can be 
converted to the sulfone or sulfonamide affording the corresponding substituted 3,4 diaryloxazol-2-one 179 or 180 as 
previously described. Other 3,4-diaryloxazol-2-one compounds with the basic structure of substituted 3,4 diaryioxazol- 
2-ones 179 or 180 that comprise the difluorosulfonyl functional group can be prepared starting from the 2-hydroxy- 
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1, [d if,uoro^-methylsulfidophenyl]-ethanone 173 or 174 in accordance with the methods described in PCX documents 
W098/11 080 and WO99/14205 which are incorporated by reference. 



Scheme XXXV 
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187. X^H, X 2 = F 

188. X 1 "F, X 2 = H 
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187. X 1 -H, X 2 = F 

188. x'-F, X 2 = H 




S 



NH ^OEt 



r- 



182 





183. X'-H, X 2 «F 

184. X'-F, X 2 = H 



185. X ! =H, X 2 =F 

186. X l -F, X 2 = H 




189. X 1 =H, X 2 - F 
J 390. 'X ! -F, X 2 ^TT 



R =NH 2 , CH 3 



so 
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T01711 Scheme XXXV illustrates the preparation of 3,4-diarylthiazo1in-2-ones. Mixing aniline 181 with bis(ethoxythi- 
ocar lyO^Sc sTent afford the ethy.-thiocarbamate 182. Refluxing of the ^J*'^"^^ 
Z ^romoacet^el^e 183 or 184 in ah ethereal solvent provides the correspond ,ng ^J^™.^ 1 ^' 
186 Heating of hydroxy intermediate 185 or 186 with mineral acids in alcohol* solvents y.elds the ^s.red 3 d.a.. 
S'iaz^-2 one? 87 or 1 88. U.S. Patent No. 5,859,036 describes another procedure and * ^^J u ^™l 
?he methyl-sulfide 187 or 188 can be converted to.the corresponding sulfone or sulfonamide afford.ng substrtuted 3,4 
diarylthiazonlin-2-one 189 or 190 as previously described. 
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Scheme XXXVI 
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192 + . 



— s 




123. X 1 = H, X 2 = F 

124. X 1 = F, X 2 = H 



194. X 





193. X 1 =H, X' = F 



■2 = 1 



; F,. X 2 = H 



198.X'=F, X 2 = H 
R 2 =NH 2 , CH 3 



195. X J =H, X 2 =F 



196. X'=F, X Z = H 



2 = 1 



[0172] Scheme XXXVI illustrates the preparation of 3,4-diarylthiazolin-2,thione 197 or 198. Mixing of aniline with 
carbon disulfide in an alcoholic solvent affords the dithiocarbamate 192. Refluxing of dithiocarbamate 192 and the 
2^bromoacetophenone 123 or 124 in an ethereal solvent provides the corresponding hydroxy intermediate 193 or 194. 
Heating of hydroxy intermediate 193 or 194 with mineral acids in alcoholic solvents yields the desired 3,4 dtarylthia- 
zonlin.2-thione 195 or 196. U.S. Patent No. 5,859,036 describes another procedure that can be appropriately modified 
and used U S Patent No. 5,859.036 is incorporated by reference. The methylsulfide 195 or 196 can be converted lo 
the corresponding sulfone or sulfonamide affording substituted 3,4 diarylthiazonlin-2-thione 197 or 198 as previously 
described. 

Examples 

[0173] The following examples contain detailed descriptions of the methods of preparation of compounds of Formulae 
l-VII These detailed descriptions fall within the scope, and serve to exemplify, the above-described General Synthetic 
Proc edures w hich form part of the invention. These detailed descriptions are presented for illustrative purposes only 
and a7e~7utf intended as a restriction on the scope of the invention. All parts are by weight and temperatures are in 
Degrees centigrade unless otherwise indicated. All compounds showed NMR spectra consistent with their assigned 
structures.. 



103 



BNSDOCID: <EP 1251 126A2_I_> 



EP 1 251 126 A2 



The following abbreviations are used: 
[0174] 

5 DMSO - dimethylsulfoxide 

DMSOd 6 - deuterated dimethylsulfoxide 
CDCI 3 - deuterated chloroform 
DMF - dimethylformamide 
BOC - rerf-butyloxycarbonyl 
10 CD3OD - deuterated methanol 

EtOH - ethanol 
h - hour 
hr - hour 
min - minutes 
15 THF - tetrahydrofuran 

TLC - thin layer chromatography 
TEA or Et 3 N - triethylamine 
DBU - 1 ,8-diazabicyclo[5.4.0]undec-7-ene 
DMAP - 4-dimethylaminopyridine 
20 DP PA - diphenylphosphorylazide 

NaO Ac - sodium acetate 
AC 2 0 - acetic anhydride 
Tert-BuOH - tert-butanol 
LDA - lithium diisopropylamide 
25 DIBAL - diisobutylaluminum hydride 

Example 1 



[0175] 
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Step 1: Preparation of 1-r3,5-difluoro-4-(methyl>thio)phenyl]ethanone 

[0177] The 3.4.5-triflouroacetophenone (9.50 g, 54.6 mmol) and sodium thiomethoxide (4.60 g) were mixed together 
in acetonitrile (BO mL). The solution was stirred for 2 hour at ambient temperature. Solvent was removed in vacuo and' 
the residue dissolved in ethyl acetate. The solution was extracted with water (2 X 100 mL), saturated ammonium 
chloride (2 X 100 mL) and dried over sodium sulfate. Solvent was removed in vacuo to yield 1-[3,5-difluoro-4-(methyl- 
thio)phenyl]ethanone as a yellow oil (8.08 g, 73%). 1 H NMR (CDCI3/3OO MHz) 7.46-7.43 (m, 2H), 2.58 (s, 3H), 2.56 
(t ; 3H, J = 1). ESHRMS m/Z 203.0357 (M+H+, Calcd 203.0342). 




Step 2: Preparation of Vf3.5-difluoro>4>(methylthio)phenyn-4,4,4-trifluorobutane-1 ,3-dione 



[0178] 1-[3.5-difluoro-4>(methylthio)phenyl]ethanone (4.84 g, 23.9 mmol) was dissolved in diethyl ether (200 mL). 
Sodium methoxide (24 mL of 25% in methanol, 30 mmol) was added and stirred 1 0 min at ambient temperature. Ethyl 
trifluoroacetate (3.79 g. 23.9 mmol) was added. The solution was stirred for 1 hour then aqueous hydrochloric acid 
was added (100 mL. 1 M). The layers were separated and the organic layer collected. The organic layer was washed 
25 with water (2 X 1 00 mL). saturated ammonium chloride (2 X 200 mL) and dried over sodium sulfate. The solvent was 
removed in vacuo to afford a yellow oil. The l-^.S-difluoro^^methylth^phenyll^^^-trifluorobutane-l ,3-dione was 
isolated by crystallization from ethyt acetate and hexanes (5.50 g, 77%). NMR (CDCI3/3OO MHz) 7.49 (m, 2H), 6.50 
(s 1 H), 2.62 (s, 3H). ESHRMS mfz 297.001 2 (M+H+ Calcd 297.0009). Anal. Calcd for C 11 H 7 F 5 0 2 S: C, 44.30; H, 2.37; 



Found: C, 44.36; H, 2.26. 




Step 3: Preparation of 5-f3,5-difluoro-4-(methylthio^ 

45 

[0179] l-[3 ) 5-difluoro-4-(methylthio)phenyl]-4 l 4,4-trifluoro-butane-1 ,3-dione (1 .09 g, 3.6 mmol) dissolved in ethanol 
(150 mL). One drop of concentrated hydrochloric acid was added and 4-fluorophenylhydrazine hydrochloride (0.69 g, 
. 4.0 mmol). The reaction was stirred at ambient temperature for 72 hours. Solvent was removed in vacuo and the residue 
was dissolved in ethyl acetate (100 mL) extracted with water (2 X 100 mL), saturated ammonium chloride (2 X 150 
50 mL) and dried over sodium sulfate. The solvent was removed in vacuo and the 5-[3,5-difluoro-4-(methylthio)-phenyl]- 
1 -(4-fluorophenyl)-3-(trifluoromethyl)-1 H-pyrazole was obtained by crystallization from ethyl acetate and hexanes (0.71 
g 50%). 1H NMR (CDCI 3 /300 MHz) 7.36-7.29 (m, 2H), 7.18-7.13 (m, 2H). 6.81-6.77 (m, 3H), 2.53 (s, 3H). ESHRMS 
m/z 389:0557 (M4-H+ Calcd 389 .0547). Anal. Calcd for C 17 H 10 F 6 N 2 S: C, 52.58; H 3 2.34: N, 7.21 ; Found: C, 52.45; H„ 
2.34- *N,7.15r 

55 
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10 




O F 



Steg 4: Pg earation of 5-r3.5.difl»or 0 -4. t methv l su H onvl > -phen vn . 1-(4- f.uorop hcn yl)-3.(trifl»orometh Y l).1H- 
?5 pyrazole 

mmhvelene chloride- methanol (25 mL, 3:1). Monoperoxyphthalic acid, magnes.um salt hexahydrate (2.27 g, 1.84 
3t ^d"LcL stirred at anient temperature for 16 hours. W^^^^ 
* 0 the residue was dissolved in ethyl acetate (1 00 mL) extracted with aqueous sodium nydrox.de (2 X J0° mL) watery 
X 1 00 mL), saturated ammonium chloride solution (2X150 mL) and dried over ^sod.um ^ t '^Jf!u ovrazc^e obTa'ed 
/nvac U oandthe5-[3,5-dif,uoro-4-(me^ 

Example 2 



30 [0182] 



35 



40 




H3C \\ 



45 



50. 



l. f3 .chlor 0 -4-methYTph e nv l ^-(difluor o m e thv.V5.r33-dlf IU oro-4.(methylsulfonyl)phe 

[0183] 1H NMR (CDC3/3OO MHZ) 7.46-7.29 (m, 2H), 7.02-6.78 (m, 4H), ^f^^^F^^ 
433 0425 (M+H, Calcd 433.0401). Anal. Ca.cd for C 18 H 13 CIF 4 N 2 0 2 S: C, 49.95, H, 3.03; N, 6.47, Found. C, 49.84, H, 

2.78; N, 6.44. 



55 
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Example 3 
[0184] 



10 



15 




20 



25 



5-r3,5-difluoro-4-(methylsu>fo^ ( 86% ) 

[0185] 1 H NMR (CDCI 3 /300 MHz) 7.79-7.73 (m, 2H)', 7.66-7.60 (m, 1 H), 7.47-7.45 (m, 1H), 6.97-6.93 (m, 3H), 3.34 
(s, 3H). Anal. Calcd for C 18 H 10 F 8 N 2 O 2 S: C, 45.97; H, 2.14; N, 5.96; Found: C, 46.01 ; H, 2.33; N; 5.94. 

Example 4 

[0186] 



30 



35 



F 3 C 




h 3 ct \\ 



40 



5-[3,5-difluorD-4-(methylsulfonyl)phenyl]-1-[4-(trifluoromethoxy)phenyl]-3>(trifl 

[0187] 1 H NMR (CDCI3/3OO MHz) 7.42-7.29 (m, 4H), 6.96 (OH), 6.93-6.91 (m, 2H), 3.35 (s, 3H). ESHRMS mfz 
504.0631 (M+NH 4 , Calcd 504.0628). Anal. Calcd for C 18 H 13 F 8 N 2 0 3 S: C, 44.45; H, 2.07; N, 5.76; Found: C, 44.75; H, 
45 1 .78; N, 5.68. 
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Example 5 
[0188] 



10 



15 



h 3 ct \\ 




CHF 2 



O F 



1 : cgc1ohex 1 ^^ 

[0189] iH NMR (CDCI 3 /300 MHz) 7.12-7.08 (m, 2H), 6.56 (s, 1H), 4.08 (m, 1H>. 3.39 (s, 3H). 1-93-1.28 (m, 11H). 
20 ESHRMSm/z391.1116(M+H. Calcd 391.1103). 

Example 6 
[0190] 

25 



30 



35 



40 M 3.ch.oro-4-methvl P henv^^ 

[0191] MP 134.2 - 134.6 °C: MS m/z (m + H) 451 .4 



45 




50 
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Example 7 
[0192] 



10 



15 




1-(4-chlorophenyl)-5-[2,5-difluoro-4^^ 

20 

[0193] MP 188.0-188.9 °C. MS m/z (m + H) 437.7 
Example 8 
25 [0194] 



30 



35 




40 5-r2 5 5-difluoro-4-(methylsulfo^ 

[0195] MP 135.0-138.0 °C. MS mlz(n\ + H) 433.4. 

45 
50 
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Example 9 
[0196] 



10 



15 



20 




5-r3,5-difluoro-4-(methy»s 



[0197] MP 172.5-173.7 °C. MS m/z (m + H) 433.4 
Example 10 
25 [0198] 



30 



35 




40 - g j^d^ 

[0199] MP 151 .0-152.0 °C. MS rrVz (m + H) 417.4 , ^ 



50 
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[0200] 
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5-r2,5-difluoro-4-(methylsulfonvl)p^ 
[0201] MP 138.1 -139.7 C C. MS m/z (m +- H) 487.3 n 
25 Example 12 
[0202] 
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4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-phenylfuran-2(5H)-one 
[0203] 




Step 1: Preparation of 2>bromo-1-[3 > 5-difluoro-4-(methylthio)phenynethanone 

55 [0204] To a solution of 1 -t3,5-difluoro-4-(methylthio)-phenyl]ethanone (prepared in Step 1 of Example 1) (6.2 g, 30 
mmol) in 30% HBr in acetic acid (10 mL) was added bromine (4.8 g, 30 mmol) dropwise, and the reaction mixture 
stirred at room temperature for 45 minutes. The mixture was treated with water and extracted with ethyl acetate (1 X 
250 mL, 1 X 1 00 mL). The combined extracts were washed with dilute sodium chloride solution, dried with magnesium 
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su.fate, and concentrated. To the residue was added hexanes (IOC > mL) and .the 

was dissolved in 30% HBr in acetic acid (10 mL) and ^^^^^^^1^ d X 20? mL, 1 X 
temperature for 30 minutes, the mixture ^^^Z^^S^S!^^ and concentrated. To the 
1 00 mL). The combined extracts were washed with water, ^tTp^mcaZoUUe product by silica gel chroma- 



H,2:34. 
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Ste E 2: Pgpjgton °< 4-ra.5-dmu».- "m.lh»Hhiol-Ph>nvll.3-pN.n Y Bur a n.2(5H)-one 

ethanone (8.6 g, 0.030 mol) in anhydrous aceton.tnle (100 mL) "™ a *™ a g^abicvcloK 4 01undec-7-ene (5.0 g, 
The reaction mixture was stirred for one hour at room '^^T^^S^m oichloromethane (1 X 
0.032 mol) was added. After 2 hours the mixture was poured «to drtute e ~ ncentrated . The re sidue was 
so 200 mL, 2 X 75 mL). The combined extracts were dned using ^^^^^lnp.«tu» for 3 hours, 
treated with anhydrous acetonitrile (100 mL) and DBU (10 .0 g ^J^*™™*^ 2 x 5 q mL ). The combined 
The mixture was poured into dilute HCI and extracted w ^'° r °J^ using 5% 

extracts were dried using magnesium sulfate, and concentrated 

dichloromethane/10% ethyl acetate ,n I^m 5 H 6 97 (m 2H) 5.09 (s, 2H), 2.48 

35 one as an orange liquid (7.2 g, 76%). NMR (CDCI 3 /400 MHz ) 7.37-7.41 (l j 5H) 6*7 (m ), t q 
(8.3H). ESHRMSm/z 31 9.0661 (M+H+. Calcd 319.0604). Anal. Calcd for C 17 H 12 F 2 O z S. C, 64.14, n, 
63.56; H, 3.54. 




55 



Steo 3: Preparation of ^T^S-xUfjuor^ ^ 

Lnoperoxyphtha.ate hexahydrate (17.2 g, 27 mmol) were : — - '"^l ^water, and extracted with 
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oxyphthalate hexahydrate (8.5 g., 25 mmol), in a mixture of dichloromethane (120 mL) and methanol (30 mL) : stirring 
overnight at room temperature. The reaction mixture was poured into water, and extracted with dichloromethane (2 X 
200 mL). The combined extracts were washed with dilute ammonium chloride (100 mL), and dilute sodium chloride 
(1 00 mL), dried with magnesium sulfate , and concentrated to give 6.7 g yellow solids. The crude product was dissolved' 

5 in dichloromethane (20 mL), and crystallized by adding a mixture of 40% ethyl acetate/60% hexanes (15 mL). The 
product was filtered, and the filtrate purified by silica gel chromatography using 40% ethyl acetate/60% hexanes to 
give a total of 5.3 g yellow solids (56%). The 4-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-3-phenylfuran-2(5H)-one was 
recrystallized from ethyl acetate to give white solids. MP 203.5-203.8°C. 1 H NMR (CDCI 3 /400 MHz) 7.35-7.44 (m, 5H), 
6.97 (d, 2H, J= 9.0), 5.11 (s, 2H), 3.29 (s, 3H). ESHRMS mlz 351.0536 (M+H+ Calcd 351.0502). Anal. Calcd for 

10. C 17 H 12 F 2 0 4 S: C, 58.28; H, 3.45; Found: C, 57.69; H, 3.72. 

[0207] Example 1 3 was prepared utilizing a similar synthetic sequence to example 1 2. 

Example 13 
75 [0208] 



20 



25 




4-[2,5-difluoro-4-(methylsulfonyl)phenyl]-3-phenylfuran>2(5H)-one 

[0209] 1 H NMR (CDCI 3 /400 MHz) 7.74-7.78 (m, 1H), 7.35-7.41 (m, 1H), 7.05-7.09 (m, 1H), 5.18 (d, 2H ; J= 1.4), 
3.22 (s, 3H). ESHRMS mlz 368.0783 (M+NH 4 + , Calcd 368.0768). 

Example 14 

[0210] 
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Step 1: Preparation of 3,5-difluoro-4-(meth Ylthio)-benzaldehyde 

10212] To a solution o, 3.4,5-trifluorobenza.dehyde (30.0 g, 0,87 mo.) in anhydrous THF <f" ^^^JjJ 

T^^W^** chromatography using 2% dich.oro.ethane/^ ethyl acetate^ hexanes gave the 3,5-d - 
iuoroXlmethylthiO-benzaldehyde as a clear colorless liquid (22.0 g 62%) ^ NMR (CDCI 3 /400 MHz) 9.86 (t, .5, 
1H), 7,34-7.39 (m, 2H), 2.55 (s, 3H). HRMS m/z 188.0099 (M* calcd 188.0107). 



EP1 251 126 A2 
4 j3 g-difluoro-4.(methylsulfonvl)phen YlV5-methvl-3>phenvlisoxa2ole 

[0211] 

5 H 



to 
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Ste p 2: Preparation of r3.5-difl uoro-4-(methvlthioVphen V nmethanol 

F02131 To a solution of 3 5-difluoro-4-(methylthio ) .benzaldehyde (31 .3 g, 0.166 mol) in anhydrous THF (200 mL) 
E52 wS a cold water bath was added sodium borohydride (1 .6 g, 0.042 mol) in PO^ons over 30 m,nutej AJter 

ethvl acetate/10% dichloromethane in hexanes initially, and elutmg product with 60 A ethyl n ^ a " eS 9 

^dmu^4-(rnethy.thio).pheny.]rnethano, as a light yellow liquid (24 B : g 7B* * iH NMR (CDC. 3 /400 MHz) 6.88-6.93 
(m, 2H), 4.65 (s, 2H), 2.42 (s, 3H). HRMS m/z 190.0266 (M + H + , calcd 190.0264). 




Step 3- Preparation of 5-(chloromethv0-1 1 3-di fl U oro-2-(methylthio)benzene _ 

ThJ corb^extTcts were washed with dilute sodium chloride, dried using magnesium sulfate, and concentrated. 
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Purification by silica gel chromatography using 5% ethyl acetate in hexanes gave5-(chloromethyl)-1 ,3-dif luoro-2-(meth- 
ylthio)benzene as a clear colorless liquid (24.9 g/95%). 1 H NMR (CDCl 3 /400 MHz) 6.92-6.96 (m, 2H). 4.49 (s, 2H), 
2.44 (s, 3H). HRMS m/z207.9893 (M+ calcd 207.9925). 

5 



10 




Step 4: Preparation of 5-(bromomethyl)-1 ,3-difluoro-2-(methylthio)benzene 

15 [0215] A mixture of 5-(chloromethyl)-1 : 3-difluoro-2 : (methylthio)benzene (21.3 g, 0.10 mol), lithium bromide (15 g, 
0.17 mol), and acetone (200 mL) was heated and held at reflux for 1 8 hours. The cool mixture was poured into water 
and extracted with dichloromethane (1 X 200 mL, 2 X 50 mL). The combined extracts were dried using magnesium 
sulfate, and concentrated. The residue was dissolved in acetone (200 mL), lithium bromide (30 g, 0.34 mol) and sodium 
bromide (20 g, 0.1 9 mol) were added and the mixture heated and held at reflux for 42 hours. The mixture was cooled, 

20 added to water, and extracted with dichloromethane (1 X 150 mL, 1 X 50 mL). The combined extracts were washed 
with dilute sodium chloride, dried with magnesium sulfate, and concentrated. The 5-(bromomethyl)-1 ,3-dif luoro-2-(meth- 
ylthio)benzene was purified using silica gel chromatography using hexanes as a yellow solid (20.5 g, 80%). 1 H NMR 
(CDCI 3 /400 MHz) 6.92-6.95 (m, 2H), 4.37 (s, 2H), 2.45 (s, 3H). HRMS m/z 251 .9432 (M+, calcd 251.9420). 

25 ' ' 



30 




Step 5: Preparation of 2>[3,5'difluoro-4-(methylthio)-phenyl1-1-phenvlethanone 

35 

[021 6] To a solution of phenylf (trimethylsilyl)-oxy]aceto-nitrile (1 3.7 g, 60.7 mmol) in anhydrous TH F (1 40 mL) cooled 
in a dry ice/acetone bath, was added a THF solution of lithium bis(trimethylsilyl)amide(62 mL 1.0M) slowly over 15 
minutes. The reaction mixture was stirred for 45 minutes cooling at -78 °C, then a solution of 5-(bromomethyl)-1 ,3-di- 
fluoro-2-(methylthio)benzene (14.7 g, 58 mmol) in anhydrous THF (20 mL) was added over 1 0 minutes. The reaction 

40 mixture was allowed to warm to room temperature, and stirred for 1 8 hours. To this mixture was added 5% HCI (300 
mL) and the mixture stirred for one hour. The resulting oil was extracted with ethyl acetate (1 X 400 mL 2 X 100 mL). 
To the combined extracts was added 5% sodium hydroxide (200 mL), and the mixture stirred for one hour. Additional 
water (200 mL) was added, the organic phase was separated, and the aqueous phase extracted with ethyl acetate (2 
xTSfJmLy The combined extracts vfere dried using magnesium sulfate, and concentrated. Chromatography on silica 

45 gel with 1 5% dichloromethane in hexanes initially and eluting the product with 30% gave 2-[3,5-dif luoro-4-(methylthio) 
phenyl]-1-phenylethanone as light yellow solid (11.0 g, 68%). MP 71.8-71.9 °C. 1 H NMR (CDCI 3 /400 MHz) 7.96-7.99 
(m, 2H) 1 , 7.57-7.61 (m, 1H), 7.24-7.50 (m, 2H), 6.80-6.85 (m, 2H), 4.24 (s : 2H), 2.42 (s, 3H). HRMS m/z 279.0667 
(M+H + , calcd 279.0655). Anal. Calcd for C 15 H 12 F 2 OS: C, 64.73; H, 4.35; Found: C, 64.70; H, 4.38. 

50 



55 
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Ste p fi: Preparation of 2^3,5-difluo r o.4-(methy»thio)-phenvn-1>phenYlethanone oxime 

6.80-6.84 (m, 1.7H). 6.75-677 (m, 0 3H), 4£4 <s, 1 ™^ ^ C 61.44; H,4.50, N 4.84. 

calcd 244.0764). Anal. Calcd for C^H^NOS. C, 61 .42, H, 4.4/.IN, *./o, 




30 



35 



40 



45 



Steo 7: Preparation of 4.r3.5-difluoro.4.(methvlthio)-p h en v l l -5 -meth Yl-3-phen Y r, S oxazole 

[0218] To a so.ution of Hthium diisopropylamide (82 mmo.) in anhydrous THF (200 
L solution o t 2,3,5-dif,uoro-4-(meth yt thio) b Phen y ^pheny,em 



C, 64.22; H, 4.16, N 4.28. 



50 




55 Step 8: Prepa 



ration of 4-r3.5-difluoro-4-tmethvlsulfinvn P henvn-5-met hyl-3- phenylisox a 2ole 



m219l To a solution of4-[3,5-difluoro-4-(meth y lthio)phenyl]-5-m e thyW3- P henylisoxazol e in die hlorometh ane (75fnL) 
and methanol (15 mL) cooled in an ice bath was added magnesium monoperoxyphtha.ate hexahydrate (4.4 g 80 „, 
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7 1 mmol) in portions over 5 minutes. The reaction mixture was stirred for 90 minutes, then poured into water and 
extracted with dichloromethane (1 X 250 ml_, 1 X 75 ml_). The combined extracts were washed with dilute ammonium 
chloride, dried with magnesium sulfate, and concentrated. Purification by silica gel chromatography using 25% ethyl 
acetate/25% hexanes/50% dichloromethane gave 4-t3 J 5-difluoro-4-(methylsulfinyl)phenyl]-5-methyl-3-phenylisoxa-' 
-5 zole as a white solid. 1 H NMR (CDCI 3 /400 MHz) 7.37-7.44 (m, 5H), 6.77-6.81 (m, 2H), 3.13 (s, 3H) 2.50 (s, 3H). HRMS 
mlz 334.0698 (M+H+, calcd 334.0713). Anal. Calcd for C 17 H 13 F 2 N0 2 S: C, 61.25; H, 3.93; N, 4.20; Found: C, 61.22; 
H, 4.00, N 4.02. 



10 



15 




Step 9: Preparation of 4-[3.5-dif iuoro-4>(methy»sulfonyl)'phenyl1-5-methyl-3-phenvlisoxazole 

[0220] Potassium peroxymonosulfate (0.25 g, 0 .40 mmol) and water {7 mL) were added to a mixture of 4-[3,5-dif luoro- 
4-(methyl-sulfinyl)phcnyl]-5-mcthyl-3-phcnylisoxazole (0.10 g, 0.30 mmol), dichloromethane (4 mL), and methanol (4 

25 mL). The mixture was stirred for four days at room temperature. To the mixture was added magnesium monoperoxy- 
phathalate hexahydrate (0.50 g : 0.80 mmol), dichloromethane (20 mL), methanol (10 mL). The mixture was stirred 
vigorously for 1 8 hours. To the mixture was added potassium peroxymonosulfate (0.35 g, 0.57 mmol), and the reaction 
continued for 18 hours. The mixture was poured into water and extracted with dichloromethane (4 X 75 mL). The 
combined extracts were dried with magnesium sulfate, concentrated, and the residue purified by silica gel chromatog- 

30 raphy using 30% ethyl acetate in hexanes. A white solid (98 mg, 93%) was obtained. MP 140.4-143.4 °C. 1 H NMR 
(CDCI 3 /400 MHz) 7.35-7.45 (m 5 5H) ; 6.84 (d, 2H, J= 9.4), 3.32 (s, 3H) 2.52 (s, 3H). ESHRMS mlz 350.0642 (M+H+, 
Calcd 350.0662). 

Example 15 

35 

[0221] 
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2,6-difluoro-4-(5-methvl-3-phenvlisoxa2 oU4-vnbenzen^su1fonam»de 

[0222] 
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Ste p 1 : Preparation at (r2,6^dif luoro-4-f5-methvh^phenylisoxa Z ol-4.y l)phenvl1thio}methyl acetate 

siiica gs, ohroma.ooraphy using ,% Chy, .ooia.CSO-/. WMM «' t ZX NMR j£v 
S ,M 376.0819). Anal. Calod for C,.H 15 F 2 N0 3 S: C, 60.79; H, 4.03; N, 3.73; Found, C, 60 44, H. 4.09. N 3.66. 




Step 2: Prspanation ot m^n^^ls.^m,^. ^ ^^^^^''''^^ aeet,te 
rOK-41 To a solution ol (12 6.dilluoro-4.(5-ma0.yi.3-pner,yl-isoxa2oM-yl)pnanylllhio)motnyl ao.tata i"™»>»° 1 If 

uLtaL concTn rJTd ThT residue was dissolved in dichlor omethane (40 mL) and methano. (20 m^^J. 
monoperoxyphthalate hexahydrate (4.5 g, 7.3 mmol) was added, and the mixture heated and ^Id -Uefiux to 5 hours^ 
Additional magnesium monoperoxyphthalate hexahydrate was added and the m.xture heated and held at reflux for 18 
hi s The reaction mixture was poured into dilute ammonium chloride and extracted with d.chloromethane (1 X 200 
mL 2 I 60 mtt ^combined extracts were washed twice with dilute ammonium chioride, dned w,th magnes.um 
"uflate and concen^ated. Purification by si.ica ge. chromatography using 30% ethyl acetate M 
r 0 , d which ^re dissolved rdichloromethane, washed wi^ 
andconcen tr atedtoprovide {[ 2 !6 .d^ 

solid (1 4 g, 54%). Reorganization from ethyl acetate/hexanes gave.an.analyt.cal s an^e °f th e > IWju* MP 
64 6 !l65.6 oC. 1H NMrTcDC, 3 /400 MHz) 7.35-7.46 (m, 5H), 6.82-6.§6 (m 2H), 5_33 C^H) 2 54 J. 3H) 2 1 ( , 
3H). HRMS mlz 408.0725 (M + H+, calcd 408.0717). Anal. Calcd for C 19 H 15 F 2 NO s S. C, 56.02, H, 3.7.1, N, 3.44, houna. 



,56.07; H, 3.61, N 3.58. 
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15 Step 3: Preparation of 2,6-difluorD-4-(5-methyl-3-phenylisoxa20l-4-yl)benzenesulfonamide 

[0225] To a mixture of {[2,6-difluoro-4-(5-methyl-3-phenylisoxazol-4-yl)phen acetate (1.5 g, 3.9 

mmol)in THF (25 mL) and methanol (25 ml_) was added a solution of lithium hydroxide (0.50 g, 12 mmol) in water (4 
mL). The resulting solution was stirred at room temperature for 1 hour. Additional solution of lithium hydroxide (0.60 
20 g , 1 4 mmol) in water (8 mL) was added, followed by.solid hydroxylamine sulfonic acid (1 .6 g, 1 4.1 mmol) and methanol 
(5 mL) The reaction mixture was stirred overnight and poured into water (250 mL). The 2,6-difluoro-4-(5-methyl-3-phe- 
nyl-isoxazol-4-yl)benzenesulfonamide was isolated as a white solid (1.08 g, 85%). MP 226.1-226.2 °C. 1H NMR 
(CD 3 OD MOO MHz) 7.36-7.46 (m, 5H), 6.95 (d, 2H, J= 9.4), 2.51 (s, 3H). ESHRMS mlz 351.0621 (M+H+ Calcd 
351 .0615). Anal. Calcd for C 16 H 12 F 2 N 2 0 3 S: C, 54.85; H, 3.45; N, B.00; Found: C 5 54.95; H, 3.51, N 7.81. 



BIOLOGICAL EVALUATION 

Evaluation of COX-1 and CQX-2 activity in vitro 

30 [0226] The compounds of this invention exhibited inhibition in vitro of COX-2. The COX-2 inhibition activity of the 
compounds of this invention illustrated in the Examples was determined by the following methods. 

A. Preparation of recombinant COX baculoviruses 

35 [0227]' Recombinant COX-1 and COX-2 were prepared as described by Gierse et al. [J. Biochem., 305, 479-84 
(1 995)]. A 2.0 kb fragment containing the coding region of either human or murine COX-1 or human or murine COX- 
2 was cloned into a BamH1 site of the baculovirus transfer vector pVL1393 (Invitrogen) to generate the baculovirus 
transfer vectors for COX-1 and COX-2 in a manner similarto the method of D. R. O'Reilly et al. [Baculovirus Expression 
Vectors: A Laboratory Manual (1992)]. Recombinant baculoviruses were isolated by transfecting 4 \ig of baculovirus 

40 transfer vector DNA into SF9 insect cells (2x10 s ) along with 200 ng of linearized baculovirus plasmid DNA by the 
calcium phosphate method. See M.D. Summers and G.E. Smith, A Manual of Methods for Baculovirus Vectors and 
Insect Cell Culture Procedures, Texas Agric. Exp. Station Bull. 1555 (1987). Recombinant viruses were purified by 
three rounds of plaque purification and high titer (10 7 -10 8 pfu/mL) stocks of virus were prepared. For large scale pro- 
duction, SF9 insect cells were infected in 10 liter fermentors (0.5 x 10 6 /mL) with the recombinant baculovirus stock 

45 such that the multiplicity of infection was 0.1 . After 72 hours the cells were centrifuged and the cell pellet homogenized 
in Tris/Sucrose (50 mM: 25%, pH 8.0) containing 1% 3-[(3-cholamidopropyl)dimethylammonio]-1 -propanesulfonate 
(CHAPS). The homogenate was centrifuged at 1 O.OOOxG for 30 minutes, and the resultant supernatant was stored at 
-80 °C before being assayed for COX activity. 

50 B. Assay for COX-1 and COX-2 activity 

[0228] COX activity was assayed as PGE 2 formed/ug protein/time using an ELISA to detect the prostaglandin re- 
leased. CHAPS-solubilized insect cell membranes containing the appropriate COX enzyme were incubated in a po- 
tassium phosphate buffer (50 mM, pH 8.0) containing epinephrine, phenol, and heme with the addition of arachidonic 
55 * ~ acid (10 u,M). Compounds were pre-incubated with the enzyme for 10-20 minutes prior to the addition of arachidonic 
acid. Any reaction between the arachidonic acid and the enzyme was stop ped^after ten minutes at 37 °C/room tem- 
perature by transferring 40 u.l of reaction mix into i 60 uJ ELISA buffer and 25 u.M indomethacin. The PGE 2 formed was 
measured by standard ELISA technology (Cayman Chemical). 
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C. Fast assay for COX-1 and COX-2 activity 

F02291 COX activity was assayed as PGE 2 formed/^g protein/time using an ELISA to detect the ;Pr^» dln * 
are shown in Table I. 

TABLE I 



35 



40 



45 



50 



Example 


Human COX-2 
tC 50 ftiM) 


Human COX-1 
I.C50 (^ M ) 


1 


3.44 


>100 


2 


0.55 


>100 


3 


0,3 


>100 


4 


0.1 


>1 00 


5 


1.21 


>100 


6 


0.09 


>100 


- 7 


0.09 


56.7 


8 


0.25 


14.85 


14 


1.21 , 


>100 


15 


0.12 


>100 



55 



Rat Carrageenan Foot Pad Edema Test 
ed. 1985)). 

Rat Carrageenan-induc ed Analgesia Test ^ 

^Vo,. A«e r an ,„«(., «»n» mm™ P f od, ^^^^^^X^^ 

forth at length. 
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[0233] All mentioned references are incorporated by reference as if here written. When introducing elements of the 
present invention or the preferred embodiment(s) thereof, the articles "a," "an," "the," and "said" are intended to mean 
that there are one or more of the elements. The terms "comprising," "including/ 1 and "having" are intended to be inclusive 
and mean that there may be additional elements other than the listed elements. 



Claims 

1. The compound of Formula I: 




I 



wherein: 

A is a 5- or 6-member ring substituent selected from partially saturated or unsaturated heterocyclic and car- 
bocyclic rings; 
X is fluoro; 

n is an integer greater than or equal to 2; 

R 1 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be optionally substi- 
tuted with one, two or three radicals selected from C^-alkyl, C^-haloalkyl, cyano, carboxyl, C^-alkoxycar- 
bonyl, hydroxyl, C^-hydroxyalkyl, C,_ 2 -haloalkoxy, amino, C-^-alkylamino, phenylamino, nitro, C,. 2 - 
alkoxy-C 1 . 2 -alkyl, C 1 . 2 -alkylsulfinyl, halo, C^-alkoxy and C-^-alkylthio; 
R 2 is alkyl or amino; and 

R 3 represents one or more radicals selected from hydrido, halo, C^-alkyl, C 2 _ 3 -alkenyl, C 2 . 3 -alkynyl, oxo, 
cyano, carboxyl, cyano-C^-alkyl, heterocyclyloxy, C^-alkoxy, C^-alkylthio, alkylcarbonyl, cycloalkyl, phe- 
nyl, C 1 . 3 -haloalkyl, heterocyclyl, cycloalkenyl, phenyl-C-^-alkyl, heterocyclyl-C 1 . 3 -aikyl, C^-alkylthio-C.,^- 
alkyl, C.|_ 3 -hydroxyalkyl, C 1 . 3 -alkoxycarbonyl, phenylcarbonyL pheny!-C v3 -alkylcarbony1, phenyl-C 2 _ 3 -alkenyl, 
C 1 . 3 -alkoxy-C 1 . 3 -alkyl, phenylthio-C^-alkyl, phenyloxyalkyl, alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyl, 
aminocarbonyl, aminocarbonyl-C^-alkyl, C^-alkylaminocarbonyl, N-phenylaminocarbonyl, N-(C 1 . 3 -alkyl) 
-N-phenylaminocarbonyl, C^^alkylaminocarbonyl-C^s-alkyl, carboxy-C^-alkyl, C^-alkylamino, N-arylami- 
no ; N-aralkylamino, N-(C v3 -alky1)-N-aralkylamino, N-tC^-alkyO-N-arylamino, amino-C 1 . 3 -alkyl, C-,. 3 - 
alkylaminoalkyl, N-phenylamino-C^-alkyl, N-phenyl-C v3 -alkylaminoalkyl, N-(C 1 . 3 -alkyl)-N-(phenyl-C 1 . 3 - 
alkyl)amino-C v3 -alkyl, N-tC^^alkyO-N-phenylanimo-C^^alkyl, phenyloxy, phenylalkoxy, phenylthio, phe- 
nyl-C v3 -alkylthio, C^-alkylsulfinyl, C^-alkylsulfonyl, aminosulfonyl, C^-alkylaminosulfonyl, N-phenylami- 
nosulfonyl, phenylsulfonyl, and N-fC-^-alkyO-N-phenylaminosulfonyl; 
or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

2. The compound of Claim 1 wherein: 

R 2 is methyl or amino; and 

R 3 represents one or more radicals selected from hydrido, halo, C v2 -alkyl, C 2 _ 3 -alkenyl, C 2 _ 3 -alkynyl, oxo, 
- C yano, carboxyl, cyano-C^-alkyl, (5-or6-member ring heterocyclyl)oxy, C^-alkoxy, C^-alkylthio, C v3 -alkyl- 
carbonyl r C3_ 6 -cycloalkyl, phenyl C^-haloalkyL 5- or 6-member ring heterocyclyl, C^-cycloalkenyl, phe- 
nyl-C,_ 3 -alkyl, (5- or 6-member ring heterocyclyO-C^-alkyl, C v3 -alkylthio-C v3 -alkyl, C 1 . 3 -hydroxyalkyl, C^ r 
alkoxycarbonyl, phenylcarbonyl, phenyl-C^-alkylcarbonyl, phenyl-C 2 . 3 -alkenyl, C^-alkoxy-C-^-alkyl, phe- 
nylthio-C v3 -alkyl, phenyloxy-C^-alkyl, C^^alkoxyphenyl-C^^alkoxy-C^^alkyl, C^-alkoxycarbonyl-C^- 
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alky,, aminocarbonyl, aminocarbony.-C^-alkyl, Cva-'Maminocarbonyl, N-phenylaminoca^ 

a.ky. -N-pheny.aminocarbonyl, C^-alkylaminocarbonyl-C^-a.kyl > ™* 0 ^^ C^ 3 N 

nV T'^'.kT N(C 3 1^^^%^lnU 14 W N-(C,3-alkyl)-N-phenylamino-C,3-alkyl, 

sulforiyl; , 
or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

10 3. The compound of Claim 2 wherein A is a 5- or 6-member ring substituent selected from partially saturated or 
unsaturated heterocyclic rings. 
4. The compound of Claim 2 wherein A is a 5- or 6-member ring substituent selected from partially saturated or 
75 unsaturated carbocyclic rings. 

c tk* ™mnn„nd of Claim 2 wherein A is a radical selected from thienyl, furyl, furanone, thiazolyl, oxothiazolyl, 
5 - ^S^.S^^^ inoenyl, benzothienyl, isoxazolyl, oxooxazoiyl, pyrazolyl, cyclopentenyl, cy- 
clopenladienyl, benzindazolyl, benzopyranopyrazolyl, phenyl, and pyridyl. 

enyl, benzindazolyl, benzopyranopyrazolyl, phenyl, and pyridyl. 

7. The compound of Claim 2 wherein A is a radical selected from thienyl, furanone, isoxazolyl, pyrazolyl, cyclopentenyl 
and pyridinyl. 

8. The compound of Claim 2 wherein A is a radica. selected from furanone, isoxazolyl, and pyrazolyl. 

9. The compound of Claim 6 wherein R 1 is optionally substituted cyclohexyl. 

10. The compound of Claim 6 wherein Ri is optionally substituted pyridinyl. 
11 The compound of Claim 6 wherein Ri is optionally substituted phenyl. 

famine, nitro, methoxymethyl, methylsulfinyl, fluoro, chloro, bromo, methoxy and methylthio. 

"mmmmmm. 

ca^bonyl, methylaminocarbonylmethyl, camoxymethyl, methylamino N-phenylamm 

sulfonyl N-phenylaminosulfonyl, phenylsulfonyl, and N-methyl-N-pheny.am.nosulfonyl. 
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1.14. The compound of Claim 6 wherein 



R1 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally subsftuted wrth one h»c ^or 
three rascals selected from methyl, difluoromethyl, trifluoromethyl, cyano, carboxyl, methoxycarbony , hy- 
r^^^^^trtfluoromJIc^y. amino, methy.amino, pheny.amino, nitro, methoxymethyl, methylsu*- 
nvl fluoro, chloro, bromo, methoxy and methylthio; and miannm(rf hui mPth- 

R3 is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, cyanomethyl, meth 
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oxy, methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, methylthiomethyl, hy- 
droxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcarbonyl, methoxymethyl, phe- 
nylthiomethyL phenyloxymethyl methoxyphenylmethoxymethyl, methoxycarbonyl methyl aminocarbonyl, 
aminocarbonylmethyl, methylaminocarbonyl. N-phenylaminocarbonyl, N-methyl-N-phenylaminocarbonyF; 
methylaminocarbonylmethyl, carboxy methyl, methylamino, N-phenylamino, N-(phenylmethyl)amino 5 N-me- 
thyl-N-(phenylmethyt)amino, N-methyl-N-phenylamino, aminomethyl, methylaminomethyl, N-phenylami- 
nomethyi, N-phenylmethylaminomethyl, N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenyiami- 
nomethyi! phenyloxy, phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl } aminosul- 
fonyl, methylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl and N-methyl-N-phenylaminosulfonyl. 

15. The compound of Claim 6 wherein 

R 1 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 
three radicals selected from halo, cyano, C^-alkyl, C^-haioalkyl, C^-alkoxy, and C v2 -haloalkoxy; and 
R3 is a radical selected from hydrido, C^-alkyl, C v3 -alkoxy, C 1 . 3 -alkylcarbonyl l C^-haloalkyl, C v3 -hydroxy- 
alkyl, and C 1 . 3 -alkoxycarbonyl. 

16. The compound of Claim 15 wherein 

R 1 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 
three radicals selected from methyl, difluoromethyl, trifluoromethyl, trifluoromethoxy, cyano, fluoro, chloro, 
bromo, and methoxy; and 

R 3 is a radical selected from hydrido, methyl, methoxy, methylcarbonyl, trifluoromethyl, difluoromethyl, hy- 
droxymethyl, and methoxycarbonyl. 

17. The compound of Claim 1 having Formula II:. 




wherein: 
X is fluoro; 

n is an integer greater than or equal to 2; 

R4 i S cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be optionally substi- 
tulSdwith one, two or three radicals selected from C^-alkyl, C^-haloalkyl, cyano, carboxyl, C v2 -alkoxycar- 
bonyl, hydroxyl, C^-hydroxyalkyl, C v2 -haloalkoxy, amino, C 1 . 2 -alkylamino, phenylamino, nitro, C v2 - 
alkoxy-C,_ 2 -alkyl, C,_ 2 -alkylsutfinyl, halo, C^-alkoxy and C^-alkyithio; 

R5 is a radical selected from hydrido, halo, C^-alkyl, C 2 _ 3 -alkenyl, C 2 _ 3 -alkynyl, oxo, cyano, carboxyl, cy- 
ano-C^-alkyl, heterocyclyioxy, C.,. 3 -alkoxy, C v3 -alkylthio, alkylcarbonyl, cycloalkyl, phenyl, C v3 -haloalkyl, 
heterocyclyl, cycloalkenyl, phenyl-C v3 -alkyl, heterocyclyl-C^-alkyl, C 1 . 3 -alkylthio-C 1 . 3 -alkyl, C v3 -hydroxy- 
alkyl, C^-alkoxycarbonyl, phenylcarbonyl, phenyl-^ _ 3 -alkylcarbonyl, phenyl-C 2 _ 3 -alkenyl, C^-alkoxy-C^- 
alkyl! phenylthio-C^-alkyl, phenyloxyalkyl, alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyl : aminocarbonyl, 
aminocarbonyl-C^-alkyl, C 1 . 3 -alkylaminocarbonyl, N-phenylaminocarbonyl, N-(C v3 -alkyl)-N-phenylarninoc- 
arbonyl, C^-alkylaminocarbonyl-C^a-alkyl, carboxy-C v3 -alkyl, C v3 -alkylamino, N-arylamino, N-aralkylami- 
no. N-(C 1 . 3 -alkyl)-N-aralkylamino, N-(C 1 . 3 -alkyl)-N-arylamino l amino-C^-alkyl, C v3 -alkylaminoalkyl, N-phe- 
nylamino-C^-alkyl, N-phenyl-C^^alkylaminoalkyl, N-tC^^alkyO-N-lphenyl-C^^alkyOamino-Cv^alkyl, 
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N-fC, --alkyh-N-phenylamino-C^-alkyl, phenyloxy, phenylalkoxy, phenylthio, phenyl-C^a-alkylthio i CW 
alkylsulfinyl, C v3 alkylsulfonyl, aminosultonyl. C^-alkylaminosulfonyl, N-phenylam.nosulfonyl, phenylsulfo- 
nyl, and N-fCvs-alkyO-N-phenylaminosulfonyl; and .. _ 

R 6 is methyl or amino; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 
18. The compound of Claim 17 wherein: 

R5 is a radical selected from hydrido, halo, C^-alkyl, C 2 . 3 -alkenyl, C 2 . 3 -alkynyl, oxo, cyano, carboxyl, cy- 
ano-^ 3 -alkyl, (5- or 6-member ring heterocyclyl)oxy, C v3 -alkoxy, C^-alkylthio, C.^-alkylca^ony I C^-cy- 
cloalkyl phenyl, C, 3 -haloalkyl, 5- or 6-member ring heterocyclyl, C 3 . 6 -cycloalkenyl, phenyl-C^^alkyl (5- or 

nvlcarbonyl phenyl-^ 3 -alkylcarbonyl, phenyl-C 2 . 3 -alkenyl, C^-alkoxy-C^-alkyl, phenyl h.o-C^-aUcyl, 
X^^ r^^^^^^^^^' Ci-3-Blkoxycarbo n yl-C 1 . 3 -alky , ammocarbo- 

nocarbonyl, C, /alkyJaminocarbcnyl-C^-alkyl, carboxy-C^-alkyl, C^-alkylammo, N-phenylam.no, N-(phe- 
nyl-C 13 -alkyl)amino, N-CC^-alkyD-N-Ohenyl-C^-alkyDamino, ^-(C^-aikyO-N-phenylammo am.no-C,.,- 
alkyl 1 3 -alkylamino-C 1 . 3 -alkyl, N-phenylamino-C^-alkyl, N-phenyl-C^-alkylam.no-C, 3 -alkyl, N-(C V3 - 
alkyl)-N-phenyl-C n 3 -alkylamino-C 1 . 3 -alkyl, N-CC^-alkyD-N-phenylamino-C^-alkyl, phenyloxy, phenyl-C^- 
alkoxy. phenyLo phenyl-C^-alkyfthio, C^-alkylsulfinyl, C, 3 -alky,sulfonyl, aminosu. ony , C v3 -alky.am.no- 
sulfonyl. N-phenylaminosulfonyl, phenylsulfonyl, and N-^.a-alkyO-N-phenylammosulfonyl; 
or a pharmaceutically-acceptable salt, tautomer or prodrug thereof, 

19. The compound of Claim 18 wherein R 4 is optionally substituted cyclohexyl. 

20. The compound of Claim 18 wherein R 4 is optionally substituted pyridinyl. 

21. The compound of Claim 18 wherein R 4 is optionally substituted phenyl. 

The compound of Claim 18 wherein R 4 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, PV^'W^and 
pheny. may be optionally substituted with one, two or three radicals selected from methyl, d.fluorometh yl, tnfluor- 
ometnyl cyano, carboxyl, methoxycarbonyl, hydroxy!, hydroxymethyl, trifluoromethoxy, ammo, methylam.no, phe- 
nylamino, nitro, methoxymethyl, methylsulfinyl, fluoro, chloro, bromo, methoxy and methylth.o. 

23 The compound of Claim 1 8 wherein R* is a radical selected from hydrido, fluoro, chloro, br omo/methyl °xo cyano, 
carboxyl cyanomethyl, methoxy, methylthio, methylcarbonyl, phenyl , trtff luoromethyV d.fluoromethyl, Pheny^ethy , 
methylihiomethyl, hydroxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl. phenylmethylcarbony , 
me ho ymethy| y phe y nylthLethy,, phenyloxymethyl, methoxyphenylmethoxymethyl, met 
aminocarbonylaminocarbonylmethyl, methylaminocarbonyl, N-phenylaminocarbonyl, N-methy -N-phenylam.no- 
™nyTmethylaminocarbon y y,methy,, carboxymethyl, methylamino, N-phenylamino, NKph^^am-*^- 
methyl N-(phenylmethyl)amino, N-methyl-N-phenylamino, aminomethyl, methylam.nomettiyl, N-P." 6 ^" 1 '" 0 ^" 
tny. ^pheny.methy.aminomethyl, N-me^ 

nyloxy pheny.methoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, am.nosulfonyl, methy.am.no- 
sulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-methyl-N-phenylaminosulfonyl. 

24. The compound of Claim 18 wherein: 

R4 js cyclohexy , or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 
three radicals selected from methyl, difluoromethyl, trifluoromethyl, cyano, carboxyl, methoxycarbonyl, hy- 
droxy!, hydroxymethyl, trifluoromethoxy, amino, methylamino, phenylamino, nitro, methoxymethyl, methylsulf.- 
nyl, fluoro, chloro, bromo, methoxy and methylthio; and 

R5 is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, cyanomethyK meth- 
oxy methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, methylth.omethyl, hy- 
droxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcarbonyl, methoxymethyl phe- 
nylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylmethyl, am.nocarbony , 
aminocarbonylmethyl, methylaminocarbonyl, N-phenylaminocarbonyl, N-methyl-N-phenylam.nocarbony., 
methylaminocarbonylmethyl, carboxymethyl, methylamino, N-pheny.amino, N-( P henylmethyl)am.no, N-me- 
thyl-N-(phenylmethyl)amino,- N-methyl-N-phenylamino, aminomethyl, methylam.nomethyl, N-phenylami- 
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nomethyl, N-phenylmethylaminomethyl, N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylami- 
■nomethyl', phenyloxy, phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, aminosul- 
fonyLmethylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyL and N-methyl-N-phenylaminosultonyl. 

5 25. The compound of Claim 24 having Formula UA: 



10 



15 




IIA 



20 



25 



wherein R 4 , R 5 and R 6 are as defined in Claim 24. 
26. The compound of Claim 24 having Formula MB: 



30 



35 



V 



N N 




IIB 



40 

wherein R 4 , R 5 and R 6 are as defined in Claim 24. 

27. The compound of Claim 18 wherein: 

45 • R4 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 

three radicals selected from halo, cyano, C^-alkyl, C 1 . 2 -haloalkyl, C^-alkoxy, and C 1 . 2 -haloalkoxy; and 
R5 is a radical selected from hydrido, C 1 . 2 -alkyl, C^-alkoxy, C^-alkylcarbonyl, C^-haloalkyl, C n . 3 -hydroxy- 
alkyl, and C 1 . 3 -alkoxycarbonyL 

so 28. The compound of Claim 18 wherein 

R4 it^yclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 
three radicals selected from methyl, difluoromethyl, trifluoromethyl, trifluorometho xy, cyano , fludro, chloro, 
bromo, and methoxy; and 



55 



R5 is a radical selected from hydrido, methyl, methoxy, methylcarbonyl, trifluoromethyl, difluoromethyl, hy- 
droxymethyl, and methoxycarbonyl. 

29. The compound of Claim 1 having Formula IIC 
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10 



15 



H 2 N^ \ 




nc 



20 



or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 
30. The compound of Claim 1 having Formula IID 



25 



30 



35 



40 



,CF 2 H 



H 2 N 




OCH : 



IID 



45 



50 



55 



or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 



31 . The compound of Claim 1 7 selected from compounds and their pharmaceutically-acceptable salts, tautomers and 
prodrugs thereof, of the group consisting of 

5-phenvl-1-[3 5-difluoro^-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; 

5 £ cnW -methylpheny )-1 -[3,5-difluoro-4-(methylsuHon y i)phenyl]-3-(trifluorometh y l)-1 H-pyrazole, 

5-3-chlorophen y l)-1-[3,5-difluoro-4-(m e thylsulfonyl)phen y i]-3-(trifluoromethyl)-1H-pyrazoe, 

5- 4-chlorophenyl)-1 -[3,5-difluoro-4-(methyl S ulfonyl)phenyl]-3-(trif luoromethyl)-1 H-pyrazo e;- 

5- 3-bromophenyl)-1 -[3,5-difluoro-4-(methylsulf onyl)phenyl]-3-(trifluorom e th y i)-1 H-pyrazo e, 
5- 4-bromophenyl)-1 -[a.S-difluoro-^methylsuifonyDphenyll-S-ltrifluoromethylH H-pyrazole; 
5- 3 5-difluorophenyl)-1 -[3,5-difluoro-4-(methylsulfonyl)ph e nyl]-3-(trifluoromethyl)-1 H-pyrazolej.,_.. . 
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5-(4-fluorophenyl)-H3 f 5-dffl^ 

5-(4-methylphenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(triflu 

5-(3.methylphenyl)-1-[35-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorom 

5-(3-bromo-5-methylphenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trtf 

5-(3 4-dichlorophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorom 

5-(3[4-dibromophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]^-(trm 

5-(3 4-difluorophenyl)-143 I 5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorometh^ 

5-(3 5-dichlorophenyl)-1-[3.5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoro^ 

5-(3 } 5-dibromophenyI)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(M 1H-pyrazole; 

5-(3'5-difluorophenyl)-1-[3.5-dif^ 

5-(3<;h!oro-4-fiuorophenylH^ 

5-(3-chloro-4-methylphenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phen 
5-(3-brbmo-4-methylphenyl)-H3,5-dm^ 

5-(3 5.difluoro-4-methylphenyl)-1-[3 s 5-difluoro-4-(methylsulfonyl)phenyl]-3.(trifl^ 

5-(3 4-dimethylphenyl)-1-[3,5-diN^ 

5- ( 44rifluoromethoxyphe^ 

5-(3-methyl-4-trmuorometh6xyphenyl)-1-[3,5-dlfluoro^(methylsu 

5°(imelhyl-3-trifluoromethoxyphenyl)-1-[3,5-difluoro 
zole 

5-(4-methyl-3-trifluoromethoxyphenyl)-1-[3,5-difluqro-4-(methylsulfonyl)p 
?(3'cyano-4-met^ 

5-(4-cyano-3-methylphenyl)-1-[3 l 5-difluoro-4-(methylsulfonyl)phenyl]-3-(tr^ 

5-(3-cyanophenyl)-H3,5-difluoro^ 
5-(4-cyanophenyl)-1-[3,5-difluoro^^ 

5-(3-chloro^-methoxyphenyl)-1-[3 l 5-dmuoro-4-(methylsulfonyl)pheny^ 
5-(4-chloro-3-methoxyphenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(tri^^ 

5-(2-methylpyridin-6-yl)-1-[3,5-difluo^^ 

5-(2-methylthiazol-4-yl)-1-[3,5-dtf^^^ 

5-(4-methylthiazol-2-yl)-1-[3.5-dffl^^ 

5-(2-methylpyridin-3-yl)-143 J 5-difiuoro-4-(methylsulfonyl)phenyl]-3-(trm 
5-(2-methylpyridin-3-yl)-1-[3,5^ 
5-(3-pyridinyl)-1-[3,5-difluoro-4-^ 
5-(5-methylpyridin-3-yl)-1-[3,5^ 

5-(2-methylpyridin-3-yl)-1-[3 l 5-difluoro-4-(methylsulfonyl)phenyl]-3^ 
3-cyclohexyl-1-[3 s 5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorome 
3-cyclopentyl-1-[3,5-difluoro^-(methylsulfonyI)phenyl]-3-(trifluorometh 
5-phenyl-1-[3,5-difluoro^-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 

5-(3-chlorophenyl)-1-[3,5-di^^ 

5-(4'Chlorophenyl)-1>[3 ) 5-difluoro-4-(methylsulfonyi)phenyl]-3-(difiuorom 

5-(3-bromophenyl)-1-[3,5-difluoro-4Hmethylsulfonyl)phenyl]-3-(difluorom 

5-(4-bromophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorometh^ 

5-(34luorophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethy0 

5-(44luorophenyl)-H3.5-difluoro 

5-(3-methylphenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]- 3-(difluoromethyI)-1 H-pyrazole; 

5-(4-methylphenyl)-1-[3 l 5-difluoro-4-(methylsulfonyl)phenyI]-3-(difluoromethyl)^ 

5-(3<yanophenyl)-1-[3 > 5-difluoro^-(m^ 

5-(4-cyanophenyl)-1-[3,5-difluoro-4-(m^^ 

5-(3-trifluoromethylphenyl).-1-[3.5-difluoro-4-(methylsulfonyl)phenyl]-3-(diflu 
5-(44rifluoromethylphenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 

5-(3-trifluoromethoxyphenyl)-1-^ 

5-(4-trifluoromethoxyphenyl)-1-[3,5^ 

5-(3 ) 4-dichlorophenyl)-1-t3.5-difli i oro^-(methylsulfon 

5-(3,4-dibromophenyl)-1.[3 ( 5-difluoro.4-(methylsulfonyl)phenyl]- 3-(difluoromethyl)- 1 H-pyrazole; 
5-(3!4-difluorophenyl)-1-[3,5-difl 

5-(3 5-dichloropheny!)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(diflu 
5l(35-dibromophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluor^ 
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I-stZethyl^eny.-V^ 

5-tLthy.-4«h.o^ 

5-lmethy.-3-chlorop^ 

I tmethyl-4-fluorophen y i)-1 -[s.S-difluoro^tmethylsulfonyOphenyll-S-Cdifluoromethy - 1H- P yrazole, 
|.lmehyl-3-fluorophenyl-1-3,5-difluoro^(me^ 

5- tme hy -4-bromopheny <)-1 -[3,5-difluoro-4.(methylsutfonyl)phenyl)-3-(dif| U oromethy - H-pyrazo e, 
I 4 me hv -3-b omophenyl -1 - 3,5-difluoro-4-(methyls U lfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

5°£methyl-3-trifluorome^ 

5 0 jL e thyl-4-trifluoromethoxyphenyl)-1-[3,5-difluoro-4-(methylsulfonyl) P heny 
5-Jmeth y .-3-trifluoromethoxy^ 

rScvano-4-methylphenyl)-1-[3,5-difluoro-4-(meth y isulfonyl)ph e n y i]-3-(difluoromethyl)^ 

5 4 Sano-tmS phenyl -1 - 3 5-difluoro-4-(methylsulfonyl)ph e nyl]-3-(dif.uoromethyl)- 1 H-pyrazole; 

S^-chooi^^ 

ttmly.pyndin-6^^ 

tLmehylthiazol-4-ylH-3,5-difluoro^ 

5-(4-methythiazol-2-yl)-1-[3,5-d» 

Ltmehylpyr^ 

S- i-methylpyridin-S-yl -l-is.S-difluoro^^ethylsulfonyDphenyll-S-CdifluoromethyD-l H-pyrazole, 
5- 3-pvridmyl)-1 -[3,5-difluoro-4-(methyl S ulfonyl) P h e nyl]-3-(difluorom e thyl)-1 H-pyrazole; 
5.5rethyl P yridU-yl)-1-[3.5-difluoro-4-(meth y isulfonyl) P hen y l]-3-(difluorom 

5-cyclohexyl-1 -[3 5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazo e; 

5-cvclo P entyl-1-[33-difluoro-4-(methylsulfonyl) P henyl]-3-(difluoromethyl)-IH-pyrazole; 

1 .phenyl-5-[3,5-dif| U oro-4-(methylsulfonyl) P henyl]-3-(trifluoromethyl)-1 H-pyrazole; 

1 -(3-chlorophenyl)-5-[3.5-difluoro-4-(methylsulfonyl)phenyl]-3-(trif luoromethyl)-1 H-pyrazo e, 

1 - 4-chlorophenyl)-5-[ 3 ;5-difluoro-4^^^ 

- 3-bromopheny -5-t3,5-difluoro-4-(methylsulfonyl)phen y l]-3-(trifluoromethylH 

- 4-bromopheny -5-[3,5-difluoro-4-^^^ . „ 
1- 3-fluoro P hen y i)-5-[3,5-difluoro-4-(meth y lsulfon y i) P hen y i]-3-(trifluoromethy - H- P yrazole 

-lf.uoro^enyl-5-3,5-di^ 

1-(3-methylphen y l)-5-[3,5-difluoro-4-(meth y lsulfonyl)phen y i]-3-(tnfluoromethy 

- 4-methy phenyl -5- 3 5-dmuoro-4-(methylsulfonyl) P henyl]-3-(trifluoromethyl)-1 H-pyrazole; 

1-(4-cyano P henyl)-5-[3,5-difluoro-4-(methylsulfo^ 

3-^f| U oromethyl P henyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-p^ 

3. 

1- 3,4-dichloro P heny.)-5-[3,5-difluoro-4-(meth y isulfony.)phenyl]-3-(tnf uorome thy -^-Py^ 6 '; ' 
1 - 3 4-dibromophen y l)-5-[3,5-difluoro-4.(meth y lsulfonyl) P henyl]-3-(tr,fluoromethy )-1 H-pyrazole, 

1-3'4-dHluo ro phenyl)-5-[3,5-difluoro^ 
-3Vdich.oropheny!)-5-[3,5-dif^ 

1-3 5-dibromophe^)-5-[3.5-dmuo ro -4-(methy.sulfony.) P henyJ t 3-^ _ 

- 3 5-difluorophe; y V-5-[3,5-difluoro-4-(methylsulfonyl) P henyl]-3-(trifluoromethyl)-1 H-pyrazole, . 

-3l-dm e hyphenyl-5-3 5-difluoro-4- (me thy 

- 3 mXl-4 chloropneny.)-5-[3,5-dif.uoro-4-(m e thyls U .fonyl)pheny.]^ 

- l m rhyl-3-ch,oro P henyl -5-[3,5-dif.uoro-4-(methy.su.fonyl) P heny.]-3-^ 
3 m ehvl-4-fluoro P henyl)-5-[3,5-dif.uoro-4-(methylsulfonyl) P henyll-3-(trmuoromethyl)-1H-py 

tmehy-t oophenX 
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1-(3-methyl-4-bromophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; 
1-(4-methyl-3-bromophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorornethyl)-1H-pyrazole; 
1-(3-methyl-4-trifluoromethylphenyl)-543,5-difluoro-4Hmethylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyra- 

5 i 0le '.(4.methyl-3-trifluoromethylphenyl)-5-[3,5-difluoro^-(methylsulfonyl)phenyl]-3-(trifluorom 

i°(3-methyl-4-trifluoromethoxyphenyl)-5-[3,5-difluoro^-(methylsulfonyl)phenyl]-3-(trrf 

"Jmethyl-3-trifluoromethoxypheny^ 

10 zole; . ,. „,_, . , 

1-(3-cyano-4-methylphenyl)-5-[3.5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; 

1-(4-cyano-3-methylphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)- 1H-pyrazole; 

1-(3-chloro-4-methoxyphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; 

1-(4-chloro-3-methoxyphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyll-3-(trifluoromethyl)-1H-pyrazole; 
is -|.(2-rriethylpyridin-6-yl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; 

1-(2-methyllhiazol^-yl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; 

1-(4-methylthiazol-2-yl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trlfluoromethyl)-1H-pyrazole; 

1-(2-methylpyridin-3-yl)-5-[3,5-diflu'oro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; 

1-(2-methylpyridin-3-yl)-5-[3,5-di(luoro-4-(methylsul»onyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole; 
20 1 -(3-pyridinyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 

1 -(5-methylpyridin-3-yl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl)-3-(trifluoromethyl)-1 H-pyrazole; 

1-(2HTiethylpyridin-3-yl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl)-3-(trifluoromethyl)-1H-pyrazole 

1-cyclohexyl-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 

1-cyclopentyl-5-[3,5-difluoro-4-(mothylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 
25 i. p henyl-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1-(3-chlorophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 

1-(4-chlorophenyl)-5-[3.5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1-(3-bromophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1-(4-bromophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 
30 1 -(3-fluorophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1-(4-fluorophenyl)-5-[3.5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1 -(3-methylphenyl)-5-[3,5-dif luoro-4-(methylsulf onyl)phenyl]- 3-(difluoromethyl)-1 H-pyrazole; 

1-(4-methylphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1-(3-cyanophenyl)-5-[3.5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 
35 1 -(4-cyanophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1-(3-trifluoromethylphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1-(4-trifluoromethylphenyl)-5-[3,5-difluoro-4-(methylsul(onyl)phenyll-3-(difluoromethyl)-1H-pyrazole; 

1-(3-trifluoromethoxyphenyl)-5-[3.5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 

1-(4-trifluoromethoxyphenyl)-5-t3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 
40 1 -(3 4-dichlorophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1-(3'4-dibromopheny!)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 

1-(3'4-dilluorophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1-(3'5-dichlorophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 

1-(3'5-dibromophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 
4S 1 -( 3 ,5-di1luorophenyl)-5-[3,5-difluoro-4-(methylsulf onyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1-(3,4-dimethylphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)- 1 H-pyrazole; 

1-(3'5-dimelhylphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1-(3-methyl-4-chlorophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole: 

1-(4-methyl-3-chlorophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difHJOromethyl)-1 H-pyrazole: 
so T-o-methyl^-fluorophenyO-S-tS.S-difluoro^-^ethylsulfonyOphenyll-S-Cdifluoromethyl)- 1 H-pyrazole; 

— - i. (4 - me thyl-3-fluorophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 

. » i . (3 . met hyl-4-bromophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1-(4-methyl-3-bromophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)pbenyl]-3-(difluoromethyl)-1H-pyrazole; 

1-(3-methyl-4-trifluoromethylphenyl)-5-[3,5-difluoro-4-(methylsutfonyl)phenyl]-3-(difluoromelhyl)- 1H-pyra- 

r(4-methyl-3-trifluoromethylphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethy0 1H-pyra- 
1-(3-methyl-4-trifluoromethoxyphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phe 
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10 



15 



20 



25 



30 



35 



H4%nethy..3-t^ 
W3™an 0 -4-methylphenyl>-5-[3,5-dm^ 

Ime ^ 

3 cvridfnyl)-5-[3 5 -dmuoro-4-(methylsulfon y l)phenyl]-3-(dif luoromethyl)-1 H-pyrazole; 
-cydopen^^^ 

2 6-difluoro 4-[l - P henyl-3-(difluoromethyl)-1 H- P yrazol-5-yl]benezenesulfonam,de 

ItdiTuo^ 

26-d U oro-4-1- 3-bromo P henyl)-3-(difluoromethyl)-1H-pyrazol-5-y benezenesu onamde 

Itdffuo 0-4- - 4-fluoropheny.U^ 
f 6 -d uo ol - 3-cyan^ 

? 6 d f uo o-4- 1 - 4-c y anophenyl)-3-(difluoromethyl)-1 H- P yrazo!-5-yl]benezenesulfonam.de, 

fel luo o-l - 4- uoromethyipheny^ 
2 6d«uo oI - twfluoromethoxyphenyl)-3-(difluo 

2 6^ uo o-1 -t ifluoromethoxy^ 
f 6 -d luo oi - 3,4-dichloro P henyl)-3-(difluorome^ 

fe-JZ oi 1- 3 4-dibromo P henyl)-3-(diflu 0 romethyl)-1H- P yrazol-5-yl]benezenes ^ 
2^-dfu^ 

ll-dlo ol - 3 5-dichlori 
2 6-d luo o-4- - 3 5-dibromophenyl)-^ 

26-d uoo-4- - 3 5-dif luorophenyl)-3-(dif luoromethyl)-1 H-pyrazol-5-yl]benezenesul onamide^ 
26 d uoo-4- - 3 4-dimethylphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesu onamde 
4 . 3 tdimethylphenyl -3-(difluoromethyl)-1 H-pyrazol-5-yllbenezenesulfonam.de, 

Ilia uo ^ 
2 6-d uo o-t - tlth^ 
26dtfuoo-4- -(4-methyl-3-fluorop^ 
2 6 dluo o-t - tme nyl-4-bromophenyl)^ 
26 6 uo o-4- - tmeny ibromo P heny. -3-(dm 

• ^luoro-4-[1-(4-m e thyl-3-trifluoromethyl P henyl)-3- 

o fiHifh-nro 4 t1 (3 cvano-4-methyl P henyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl]benezen eS ulfonamide; 

f 6 : d uo^ 

. « h no o 4 3 cnloro-4-methoxyphenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yDbenezenesulfonam.de, 
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2 6-difluoro-4-[1-(2-methylpyri^^ 

2,6-difluoro-4-[1-(2-methylthiazol-4-yl)-3-(difluoromethyl)-1H-pyr^ 

2!6-dlfluoro-4-[1-(4-methylthiazol-2-yl)-3-(difluoromethyI)-1H-pyrazol-5-yl]^^ 

2!6-difluoro-441-(2-methylpyridin-3-yl)-3-(difluoromethyl)-1H-pyrazol-5-yObeneze 

2!6-difluoro-4-[1-(2-methylpyri 
,2^6<iifluoro-441-(3-pyridinyl)-3-(dm 

2!6-difluoro-4-[1-(5-methylpyridin-3-yl)-3-(difluoromethyl)-1H-pyrazol-5-yl]ben 
2!6-difluoro-4-[1-(2-methylpyridin-3-yl)-3-(difluoromethyl)-1H-pyrazol-5-yl] 
2!6-difluoro-4-[1-cyclohexyl-3-(d'^ 
2^6-difluoro-4-[1-cyclopentyl-3-(difluoro^ 

2^6-dif luoro-4-[1 -phenyl-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesu!fonamide; 

2.6-difluoro-4-[1 -(3-chlorophenyl)-3-(trifluoro)- 1 H-pyrazol-5-yl]benezenesulfonamide; 

2.6-difluoro-4-[1-(4-chlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benez 

2.6-difluoro-4-[1-(3-bromophenyl)-3-(trifluoro)"1H-pyrazol-5-yl]be 

2^6-dilluoro-441-(4-bromophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfo 

2.6-dinuoro-4-[1-(3-fluorophenyl)-3-(trifluoro)-1H-pyraaol-5-yl]benezenesulfon 

2.6-dinuoro-44l-(44luorophenyl)-3-(trifluoro)-1H-pyFazol-5-yl]benezenesulfonamide; 

2!6-difluoro-4-|l-(3-methylpheny!)-3Ktrifluoro)OH-pyrazol-5-yl]benez 

2.6-diriuoro-4-I1-(4-melhylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamW 

2!6-di(luoio-4-[1-(3-cyanophenyl)-3-(trifiuoro)-1H-pyrazol-5-y!]benezenesulfonamide; 

2^6-difluord-4-[1-(4-cyanophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfo^ 

2^6-difluoro-4-l1-(3-trifluoromethylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]bene 

2!6-difluoro-4-[1-(4-trifluoromethylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]ben 

2|6-difluoro-4-[1-(3-trifluoromcthoxyphenyl)-3-(trifluoro)-1H-pyrazoi-5-yl]benezen 

2-6-difluoro-4-[1-(4-trifluoromethoxyphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]ben 

2!6-difluoro-4-[1-(3 ! 4-dichlorophenyl)-3-(trifluoro)-IH-pyrazol-5-yl]b^ 

2l6-difluoro-4-[1-(3,4-dibromophenyl)-3-(trifluoro)-iH-pyrazol-5-yl]benezen 

2'6-difluoro-4-[1-(3 l 4-difluorophenyl)-3-(trifluoro)-1H-pyrazpl-5-yl]beneze 

2i6-difluoro-4-[1-(3,5-dichlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benez^ 

2,6-difluoro-4-[1-(3,5-dibromophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benez 

2!6-difluoro-4-[1-(3 ? 5-difluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam 

2,6-difluoro-4-[1-(3 l 4-dimethylphenyl)-3-(trifluoro)-1H-pyrazol-5^ 

2,6-difluoro-4-f1-(3,5-dimethylpte^ 

2 > 6-difluoro-4-[1-(3-methyl-4-chlorophenyl)-3-(trifluoro)-1H-py^^ 
2,6-difluoro-4-[1-(4-methy1^ 

2!6-difluoro-4-[1-(3-methyl-4-fluorophenyl)-3-(trifluoro)-1H-pyrazoN 

2!6-difluoro-4-[1-(4-methyl-3-fluorophenyl)-3-(trifluoro)- lH-pyrazol-5-yl]benezenesulfonamide; 
2!6-difluoro-4-[1-(3-methyl-4-bromophenyl)-3-(trifluoro)- 1 H-pyrazoi-5-yl]benezenesulfonamide; 
2,6-difluoro-4-[1-(4-methyl-3-brom 

2!6-difluoro-4-[1-(3-methyl-4-trifluoromethylphenyl)-3-(tri^ 
2!6-difluoro-4-[1-(4-methyl-34rifluoromethylphenyl)-3-(trifluoro)-1H-pyrazo 

2!6-difluoro-4-[1 -(3-methyl^^ 

2!6-difluoro-4-[1-(4-methyl-34rifluoromethoxypheny!)-3-(trff 
2,6-difluoro-4-[V(3-cyano-4-methylphenyl)-3-(trifluoro)-1H-pyrazol^ 
2i6-dmuoro-4-[1-(4-cyano-3-methylphenyl)-3 r (trifluoro)-1H-pyr^ 
2i6-difiuoro-4-[1-(3-chloro-4-methoxyphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]bene 

2!e<lifluoro-4-[1-(4-chloro-3-methoxyp 

2i6-difluoro-4-[1-(2-methylpyridin-6-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesu 
2!6-difluoro-4-[1-(2-methylthiazol-4-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenes 
2!6-difluoro-4-[1-(4-methylthiazol-2-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesu 
2,6-difluoro-4-[1-(2rmethylpyridin-3-yl)-3-(trifluoco)-1H-pyrazol-5-yl]benezen 
2i6-difluoro-4-[1-(2-methy^ 

2,6-difluoro-4-[1-(3-pyridinyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 
2 t 6-difluorOr4-[1-(5-methylpyridin-3-yl)-3-(trifluoro)-1H-pyrazol-5-yI]benezenes^ 

2^6-difluoro-4-[1-(2-methylpyridin^ 

2,6-difluoro-4-[1-cyclohexyl-3-(trifluoro)-1H-pyrazol-5-yl]benG7enesulfonamide; 
2,6-difluoro-4-[1-cyclopentyl-3-(trrfluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 
2,6-difluoro-4-[1-phenyl-3-(trifluoro)-1H-pyrazol-5-yi]benezenesulfonamide; 
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2 6-difluoro-4-[1-(3-chiorophenyl)-3-(trifluoro)-IH-pyrazol-5-yl]benezenesuttonam.de; 

2 6-difluoro-4-[1 -(4-chlorophenyl)-3-(trifluoro)-1 H-pyrazol-5-yllbene2enesulfonam.de; 
2 6-difluoro-4-[1-(3-bromophenyl)-3-(trifluoro)-1H-pyra20l-5-yl]benezenesul onam.de; 

' 2-6-dif luoro-4-[1 -(4-bromophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulf onam.de; 
2'6-difluoro-4-[1-(3-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2 6-difluoro-4-[1 -(4-fluorophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 
2 6-difluoro-4-[1 -(3-methylphenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonam.de; 
2'6-difluoro-4-[1-(4-methylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 

26-difluoro-4-[1 -(3-cyanophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonam.de; 
2 6-difluoro-4-ri-(4-cyanophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2 6 -difluoro-4-[1-(3-trifluoromethylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesu onam.de; 
2 6:difluoro-4-[1-(4-trifluoromethylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de, 
2'6-difluoro-4-[1-(3-trifluoromethoxyphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamjde; 
2 6-difluoro-4-[1-(4-trifluoromethoxyphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de: 
2 6-difluoro-4-[1-(3.4-dichlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2 6-difluoro-4-[l-(3'.4-dibromophenyl)-3-(trrfluoro)-1H-pyrazol-5-yl]benezenesulfonam,de 
2 6-difluoro-4-[1-(3.4-difluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2'6-difluoro-4-[1-(3.5-dichlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2'6-difluoro-4-[1-(3.5-dibromophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesul(onam,de; 
2'6-difluoro-4-[1-(3,5-difluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2'6-difluoro-4-[1-(3,4-dimethylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 

2 6-difluoro-4-[1 -(3,5-dimethylphenyl)-3 -(trif luoro)-1 H-pyrazol-5-yl]benezenesulfonam,de; 
2 6-difluoro-4-[1-(3-methyl-4-chlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesul onam.de; 
2 6-difluoro-4-[1-(4-mcthyl-3-chlorophcnyl)-3-(trifluoro)-1H-pyrazol-5-yl]b e nezenesulfonam.de; 
2 ' 6-difluoro-4-[1-(3-methyl-4-fluorophenyl)-3-(thfluoro)-1H-pyrazol-5-yl]benezenesul onam.de; 
2'6-difluoro-4-[1-(4-methyl-3-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam,de; 
2 , 6-difl U oro-4-[1-(3-meth y l-4-bromo P hen y l)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesuffonam.de; 
2'6-difluoro-4-[1-(4-methyl-3-bromo P henyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 

2 6-dif,uoro-4- 1 - 3-methyl-4-trif ,uoromethylpheny,)-3-(trif luoro)-1 H-pyrazol-5-yl ^""^J""™^. 
2 6-difluoro-4-1-4-methyl-3-trifluoromethyl^ 

2 6-dif luoro-4-[1 -(3-methyl-4-trifluoromethoxyphenyl)-3-(trrtluoro)-1 H-pyrazol-5-y benezenesu onam.de 
2 6-dif luoro-4- 1 - 4-methyl-3-trif luoromethoxyphenyl)-3-(trifluoro)-1 H-pyrazol-5-yUbenezenwulfonam.de. 
2 6-difluoro-4-H -(3-cyano-4-methylphenyl)-3-(trifluoro)-1 H-pyrazol-5-yllbenezenesu onam.de; 
2 6-difluoro-4-[1-(4-cyano-3-methylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de, 
2 6-difluoro-4-1-(3-chloro-4-methoxyphen y l)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesufonam,de; 
2'6-difluoro-4-1-(4-chloro-3-methoxyphen y l)-3-(tnfluoro)-1H- P yrazol-5-yl]benezenesulfonam.de, 
2 6-difluoro-4-[1 -(2-methyl P yridin-6-yl)-3-(trifluoro)-1 H-pyrazol-5-yl3benezenesulfonam.de; - 
2 6-difluoro-4-[1-(2-methylthiazol-4-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2 6-difluoro-4-[1-(4-methylthiazol-2-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
40 2 6-difluoro-4-[1-(2-methyl P yridin-3-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesul onam.de; 

2 6-difluoro-4-[1 -(2-methylpyridin-3-yl)-3-(trif luoro)-1 H-pyrazol-5-yHbenezenesulfonam.de; 
2 6-dif luoro-4-[1-(3-pyridinyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulf onam.de; 
2 6-difluoro-4-[1 -(5-methylpyridin-3-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2'6-difluoro-4-[1-(2-methylpyridin-3-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam.de; 
45 2 '6-difluoro-4-[1-cyclohexyl-3-(trifluoro)-IH-pyrazol-5-yl]benezenesulfonam.de; 

2'6-difluoro-4-[1-cyclopentyl-3-(trrfluoro)-IH-pyrazol-5-yl]benezenesulfonam.de; 
5-phenyl-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H- P yrazole; 

5-(3-chloro-5-methyl P henyl)-1-[3,6^ 

5- 3 6-difluoro-5-meth y lph e nyl)-1-[3,6-difluoro-4-(meth y i S ulfon y i)phenyl]-3-(tr.fluoromethy )-1H- P yrazole, 

so 5-(3-chlorophenyl)-1 -[3.6-difluoro-4-(methylsulf onyl)phenyl]-3-(trif luoromethyl)-1 H-pyrazo e; 

5- 4^chlorophenyl)-1 -[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifl U oromethyl)-1 H-pyrazo e; 
5- 3-bromo P henylM -[3,6.-difluoro-4-(methylsulfonyl) P henyl]-3-(trifluoromethyl)-1 H- P yrazo e; 
5- 4-bromo P henyl)-1 -[3,6-difluoro-4-(methylsulfbnyl) P henyl]-3-(trifluoromethyl)-1 H- P yrazole; 
5- 3 6-difluoro P henyl)-1-[3,6-difluoro-4-(methylsulfonyl) P henyl]-3-(trifluoromethyl)-1H- P yrazole; 
' 5-(4-fluoro P henyl)-1 -[3,6-difluoro-4-(methyl S ulfonyl) P henyl]-3-(tr,fluoromethyl)-1H- P yrazole; 
5-(4-methyl P henyl)-1-[3,6-dmuoro-4-(methylsulfonyl) P henyl]-3-(trifluoromethyl)-1H- P yrazole; 
5-(3-methyl P henyl)-1 -[3,6-difluoro-4-(methylsulfon y i) P henyl]-3-(trifluoromethyl)-1 H- P yrazole; 
5- 3-bromo 5-methylphenyl)-1-[3,6-difluoro-4-(methylsulfonyl) P henyl]-3-(trifluoromethyl)- 1 H-pyrazole; 
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'5-(3^dichlorophenyl)-1-[3,6-difl^ 1 H-pyrazole; 

5-(3[4-dibromophenyl)-1-[3.6-^ 

S-p'^-difluorophenyO-HS^-difluo^ 

S-^S-dichlorophenyO-HS.e^ IH.pyrazole; 

5-(3^5-dibromophenyl)-1-[3,6-difluo^ 

5-(3,6-dmuorophenylH 5 [3,6-di^ 

5-(3-chloro-4-fluorophenyl)-1-[3,6-ditluoro-4-(methylsulfonyl)phenyl]-3Ktrm 

5-(3-chloro-4-methylphenyl)-1-[3,6^^^ 

5-(3-bromo-4-methylphenyl)-1 

5-(3,6-difluoro-4-methylphenyl)-1-[3^ 

5-(3'4-dimethylphenyl)-1-[3,6-diflu^^^ 

5-(4-trifluoromethoxyphenyl)-1-[3^ 

5-(3-methyl-4-trifluoromethoxyphe^ 

zole: 

5-(4-methyl-3-trifluorome^^ 1H-pyra 
zole: 

5-(4-methyl-3-trifluoromethoxyphenyl^ 
zole: 

5-(3-cyano-4-methylphenyl)-1 -[S^-difluoro^^methylsulfonyOphenyll-S-Ctrif luoromethyl)- 1 H-pyrazole; 

5-(4-cyano-3-methylphenyl)-1-[3,6^ 

5-(3-cyanophenyl)-1-[3,6-difluoro-4-(met^ 

5-(4-cyanophenyl)-1-[3,6-difluoro-4-(mem^^ 

5-(3-chloro-4-metho>cyphenyl)-1-[3,6^^ 

5-(4-chloro-3-methoxyphenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(tri^^ 

5-(2-methylpyridin-6-yl)-1-[3^ 1 H-pyrazole; 

5-(2-methylthiazol-4-yl)-H3,6-dif^ 

5-(4-methylthiazol-2-yl)-H3,6-d^ 

5-(2-methylpyridin-3-yl)-1-[3,6-difl^ 

5-(2-methylpyridin-3-yI)-1-[3,6^ 1 H-pyrazole; 

5-(3-pyridinyl)-143 f 6-difluoro-4-(methylsultonyl)phenyl)-3-(trlfluo 

5-(5-methylpyridin-3-yl)-1-[3>diflu^^ 

5-(2-methylpyridin-3-yl)-1-[3,6-di^ 

3-cyclohexyl-1-[3,6-difluoro-4-^ 

3-cyclopentyl-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trlfluorom 

5-phenyl-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethy0^ 

5-(3-chlorophenyl)-1-[3,6-difluoro^ 

5-(4-chlorophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 
5-(3-bromophenyl)-1 -[3,6-dmuoro^ 

5-(4-bromophenyl)-1-[3 > 6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)- 
5-(3-fluorophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-l^ 
5-(4-fluorophenyl)-1-[3 s 6-difluor6-4-(methylsulfonyl)phenyl]-3-(difluoromem 
5-(3-methylphenyl)-1-[3,6-difluoro^ 

5-(4-methylphenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 
5-(3-cyanophenyl)-H3,6-difluoro-4-(mett^^ 

5-(4-cyanophenyl)-1-[3 : 6-difluoro-4-(methylsu!fonyl)phenyl]-3-(difluoromem^ 

5-(3-trifluoromethylphenyl)-1-t3 : 6-difluoro-4Kmethylsulfonyl)phen -3-(difluoromethyl)-1H-pyrazole; 
5-(4-lrif1uoromethylphenyl)-1 

5-(3-trifluoromethoxyphenyl)-1-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-3-(di^ 
5-(4-trifluoromethoxyphenyl)-1^[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-3-(dm 
5-(3,4-dichlorophenyl)-1-[3,6-difluo^^ 

5-(3!4-dibromophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluor^ ^ 

5-(3,4-difluorophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3 : (difluoro 
5-(3!5-dichlorophenyl)-1-[3,6-difluoro^ 

5-(3,5-dibromophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorometh^ 
5-(3!5-difluorophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 
5-(3Adimethy!phenyl)-1 -[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 
5-(3!5-dimethylphenyl)-1-[3 J 6-difluoro-4-(methy!sulfonyl)phenyl]-3-(difluoromet^^ 
5-(3-methyl-4-chlorophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(dm 
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c tA me th V |-3-chlorophenyl)-1 -[3,6-difluoro-4-(m e thylsulf ony1)phenyl]-3-(dif luoromethyl)-1 H-pyrazole: 
lirm2-t uZS - -3 6-difluoro ; 4-(methylsulfonyl) P henyl]-3Hdifluoromethyl)-1H uP yrazole; 
f 2 mS 3 Z n -1 - 3 6-difluoro-4-(methyls U lfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

ijS^ 1H - pyra ' 

5°4-methy|.3-trifluoro m ethylphenyl)-1-[3,6-difluoro-4-(methylsu^ 

S^-methyW-t^ 1H -<>y ra - 
S^methyl-S^ 1H-pyra- 
^Scvano-^methylphenylM-p.e-^ 

5 4"2ano-tme hy phenylH {3,6-difluoro-4- ( meth yl sulfonyl)phenyl]-3-(difluoromethyl)- 1 H-pyrazole 
5 3* o o-tmehoSeny. -1- 3 6-difluoro-4-(methylsulfony.) P henyl]-3-(dmuoromethyl)-1H-pyrazo.e, 
t 2 mTylpyddTeX 

5 I-methv Uhiazol-4-y. -V 3 6-difluoro-4-(methylsulfon y l)phenyl]-3-(difluoromethyl)-1H-pyrazole, 
I1iZhy.hiazo-ty.-li 

|:ir e hy^ 

5- 3-pyridinyl)-1 -[3,6 difluoro-4-(methylsulfony.)pheny.]-3-(difluoromethyl)-.H-pyrazoi e , 
M^-me hylpyndU-y.^ 

5-cyclohexyl-1 - [ 3,6-difluoro-4-(meth y lsulfony.)ph S nyl]-3-(difluoromethyl -1 H-pyrazole; 
5-cyclopentyl-1-[3,6-difluoro-4-(methylsulfonyl)ph e nyl]-3-(diflL l oromethyl)-1H.pyrazole, 
1- P henyl-5-[3,6-difluoro-4-(methylsulfonyl)phehyl)-3-(thfluoromethyl)-1 H-pyrazole; 

-?3-chLopheny.)^ 

- tprmopheny )-5- 3.6-difluoro-4-(methylsulfony.)phenyl]-3-(thf.uorom 

- Ibromophenyl -5- 3,6-dif.uoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazole, . 

tlluoTophenyV-si^ 

- 1.^3 -5- 3 6-dif.uoro-4- methyl S ulfonyl)phenyl]-3-(trifluoromethy.)-1H-pyrazo.e; 

-tmeth^ 
1-3-cyanophenyl)-5-[3.6-difluoro4-(meth^ 

-tc^anopheny.-5-3,6-difluoro-4-(methylsulfony,)pheny.]-3-(W 
1-(ttrtluoromethylphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(tnfluorom 

-4- if.™ 
3t 1^ 

3 4-dichlorophenyO-5-[3,6-difl U oro-4-(methylsulfony.)phen y i]-3-(tr,fluoromethyl)-1H-pyrazole, 
M34-d^^^ 

-( i£ ,-dichlorophenyl -5- 3,6-difl U oro-4.(methylsulfony.)phenyl)-3-(trif.uoromethyl)-1 H-pyrazole, 
-3tdibrZhenyl-5-3 6-difluoro-4-(m 
-3td5rophenyV-5-[3,6-difl U oro-4-(methy,s U lfonyO 
-l4-dmXlhen^)-5-[3,6-dif.uo^^^ 

- sl-d^e hy pheny )-5- 3 e-dif.uoro-^lmethylsulfonyOphenyll-S-arif.uoromethyO-IH-pyrazo.e 
-simehyT-^WoropLnyO • 



- Ime hy -3-f.uoropheny. -5- 3,6-difluoro-4-(methylsulfon^ 

- tme hy -4-bromoph e nyl)-5-[3,6-dif.uoro-4-(methylsulfonyO^ 

-lLthyl-4-trmuorometh^ 
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1-(4-methyl-34rifluoromethylphenyl)-5-[3,6-difluoro-4-(methylsulfo 

i°(3-methyl-4-^ . 
zole* 

1.(4-methyl-34rlfluoromethoxyphenyl)-5-[3,6-dlfluoro-4-(methylsulfonyl)phenyl]-^ 

i°(3-cyano-4-methylphenyl)-5-[3 t 6-difluoro,4-(meth 

1-(4-cyano-3-methylphenyl)-5-[3,6-dm^^ 

1-(3-chloro^-methoxyphenyl)-5.[3^ 

1-(4-chloro-3-methoxyphenyl)-5-[3 I 6-difluoro.4-(methylsulfonyl)phenyl]-3-(t 

1-(2-methylpyridin-6-yl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3^ 

1-(2-methylthiazol-4-yl)-5-[3,6-dm^^ 

1-(4-methylthiazol-2-yl)-5-[3 l 6-difluoro-4-(methylsulfonyl)phenyl]-3-(trm 

1-(2-methyipyridin-3-yl)-5-[3,6<Jm^ 

1-(2-methylpyridin-3-yl)-5-[3,6-dmuord^ 

1-(3-pyridinyl)-5-[3.6-difluoro-4-(methylsutfonyl)phenyl]-3-(trifluorom 

1-(5-methylpyridin-3-yl)-5-[3^^ 
1-(2-methylpyridin-3-yl)-5-[3,6-diflu^^^ 

1-cyclohexyl-543 ! 6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)MH 

1-cyclopentyl-5-[3,6-difluoro^-(met^ 
1-phenyl-5-[3.6-difluoro^-(methylsulfony^ 
1-(3-chlorophenyl)r5{3 ; 6-difluoro-4-^ 
1-(4-chlorophenyl)-5-[3 5 6-difluoro-4-^ 

1.(3-bromophenylj-5-[3,6-difluoro-4-(methylsulfonyl)pheriyl] -3-(dlfluoromethyl)-lH-pyrazole; 

1-(4-bromophenyl)-5-[3,6<iifluoro-4-^ 

1.(3-fluoropheny1)-5-[3,6-difluo^ 

1-(4-fluorophenyl)-5-l3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(dmuoromethy0 

1-(3-methylphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluo 

1-(4-methylphenyl)-5-[3,6-difluoro-4^ 

1-(3-cyanophenyl)-5^3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difl^ 
1-(4-cyanophenyl)-5-[3.6-difluoro^-(methylsulfonyl)phenyl]-3-(difluoromethyl) 

1-(3-trifluoromethylphenyl)-5-[3,6-dlfluoro-4-(methylsulfonyl)phenyl]-3-(d 1H-pyrazole; 
1-(44rifluoromethylphenyl)-5-[3 > 6-difluoro-4-(methylsulfonyl)phenyl]-3-(d 
1-(3-trifluoromethoxyphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3^ 
1-(4-trifluoromethoxyphenyl)-5-[3,6-dm 

1-(3,4-dichlorophenyl)-5-[3,6-dmuoro-4-(methylsulfonyl)phenyl]-3-(difluorom 
1-(3l4-dibromophenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(dmuorom 
1-(3,4-difluorophenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1^ 

1-(3i5-dichlorophenyl)-5-[3,6-dif1^^ 

1-(3l5-dibromophenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(dmuorometh^ 
1-(3!5-difluorophenyl)-5-[3,6-difluoro-4-{methylsulfonyl)phenyl]-3-(difluoromethyl)-^ 
1-(3!4-dimethylphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 
1-(3 5-dimethylphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 

1-(3-methyl-4^hlorophenyl)-5-[3,6^^ 

1-(4-methyl-3^hiorophenyl)-5^ 

1-(3-methyl-4-fluorophenyl)-5-[3>dffi 

1-(4-methyl-3-fluorophenyl)-5-[3^^^ 

1-(3-methyl-4-bromophenyl)-5-[3,6<iifl^^ 

1-(4-methyl-3-bromophenyl)-5-[3,6-dif^^ 

1-(3-methyl-4-trifluoromethylphenyl)-5-t3,6-difluoro-4-(methylsulf^ 

zole; „ ,. - , n »■ i^ul.^, 

^C-methyl-34j™uorom 
zole; 

1-(3-methyl-44rifiuorometho^ 
zole; ~~ 

1-(4-methyl-34rifluoromethoxyp^ 
zole; 

1-(3-cyano-4-methylphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 
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1-(4-cyano-3-methylphenyl)-5-[3,6-d-^ 
l-S-oh.oro-^methoxyphenyO-^.e-dif.uoro-^^ 

1 - 4 ^hloro-3-methoxyphenyl)-5-[3,6-difluoro^^ H-pyrazole, 

1-(2-methylpyridin-6-yl)-5-[3,6-difluoro-4-(methylsuKonyl)phenyl]-3-(difluoromethyl)-1H-pyrazoe; 
5 1 .(2-methylthiazol-4-yl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(diflupromethyl)-1H-pyrazoe; 

1-(4-methylthiazol-2-yl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(dmuoromethyl)-1H-pyrazoe; 

1-(2-methylpyridin-3-yl)-5-[3,6-difluoro-4-(methylsulfpnyl)phenyl]-3-(difluorometr.yl)-1H-pyrazoe; 

1-2-methylpyridin-3-yl)-5-[3,6-difluoro-4-(methylsultonyl)pher.yl]-3-(difluoromethyl)-1H-pyrazole; 

1 -(3-pyridinyl)-5-t3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 
w 1 - 5-methylpyridin-3-yl)-5-[3,6-dif luoro-4-(methylsulfonyl)phenyl]-3-(difluorornethyl)-1 H-pyrazole; 

1 - 2-methylpyridin-3-yl)-5-[3.6-difluoro-4-(methylsul1onyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1 - C yclohexyl-5-[3.6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 
1-cyclopentyl-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole; 

' - 2 5-difluoro-4-[1-phenyl-3-(difluoromethyl)-IH-pyrazol-5-yl]benezenesulfonamide; 
is 2 5-difluoro-4-[1 -(3-chlorophenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yllbenezenesulfonam.de; 

2 5-difluoro-4-[1 -(4-chlorophenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl]benezenesulfonam.de; 
2 5-dmuoro-4-[1-(3-bromophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2 5-difluoro-4-[1-(4-bromophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2 5-di[luoro-4-[1 -(3-fluorophenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl]benezenesulfonamide; 

oo 2 5-difluoro-4-[1 -(4-fluorophenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl]benezenesulfonam.de; 

2 5-difluoro-4-[1 -(3-methylphenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl]benezenesulfonamide; 
2 5-difluoro-4-[1 -(4-methylphenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl)benezenesulfonamide; 
2 5-difluoro-4-[1 -(3-cyanophenyl)-3-(difluoromethyl)-1 H-pyrazol-5-ylJbenezenesulfonam.de; 
2 5-difluoro-4-[1 -(4-cyanophenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl)benezenesulfonam.de; 
2 5-difluor O -4-[1-(3-trifluorometh y lphenyl)-3-(difluoromethy0-1H-pyrazol-5-yl]benezen e sulfonamide; 
2 5-difluoro-4-[1-(4-trifluoromethylphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]bene Z ene S ulfonam,de, 
2 '5-difluoro-4-[1 -(3-trifluor 0 methoxyphenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yllbenezenesul onamide; 
2 : 5-difluoro-4-[1-(4-trifluoromethox y phenyl)-3-(difluorometh y i)-1H : pyrazol-5-yl]benezenesulfonam,de; 
2 5-difluoro-4-[1-(3.4-dichlorophenylV3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam l de; 
2 5-di(luoro-4-[1 -(3,4-dibromophenyl)-3-(difluoromethyl)-1 H-p y razol-5-yl]benezenesulfonam.de; 
2 5-difluoro-4-[1 -(3.4-dif luorophenyl)-3-(dif luoromethyl)-1 H-pyrazol-5-yl]benezenesulfonam.de; 
2 5-di{luoro-4-[1-(3,5-dichlorophenyl^3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2 5-di{luoro-4-[1-(3,5-dibromophenyl)-3-(difluorornethyl)-1H-pyrazol-5-yl]benezenesulfonam.de; 
2 5-difluoro-4-[1-(3.5-difluorophenyl)-3-(difluoromethyl).-1H-pyrazol-5-yl]benezenesulfonam l de; 
2 5-difluoro-4-[1-(3,4-dimethylphenyl)-3-(difluoromethyl)-1H-pyrazol-5-y)]bene Z enesu lonam.de; 
2'5-difluoro-4-[1-(3,5-dimethylphenyl)-3-(dmuoromethyl)-1 H-pyrazol-5-yllbenezenesulfonam.de; _ 
2 5-difluoro-4-[1-(3-methyl-4-chlorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesu onam.de; 
2 5-difluoro-4-[1-(4-methyl-3-chlorophenyl)-3-(difluoromethyl)-1H-pyra2ol-5-yl]benezenesufonam,de; 
2 5-difluoro-4-[1 -(3-methyl-4-fluorophenyl)-3-(difluoromethyl)-1 H-p y razol-5-yl]benezenesulfonam,de; 
2 5-difluoro-4-[1-(4-methyl-3-fluorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]bene Z enesulfonam.de; 
2 5-difluoro-4-[1-(3-methyl-4-bromophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesu lfonam.de; 
2 5-difluoro-4-t1-(4-methyl-3-bromophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezene S ulfonam,de; 
2;5-difluoro,4-l1-(3-methyl-4-trifluoromethylphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfona- 

™5-dmuoro-4-[l-(4-methyl^^ 
S'5-difluoro-4-[1-(3-methyl-4-lrifluoromethoxypheny 

^S-difluoro^l-^-methyl-S^ 

50 midG' \r • _j 

2 5-difluoro-4-[1-(3-c y ano-4-methylphenyl)-3-(difluoromethyl)-1H-pyrazol-5- y l]benezenesutfonam,de; 

— — 5 . difluoro . 4 -I1 -(4-cyano-3-methylphenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl]benezenesulfonam,de; 
' 9|uoro ; 4 ( 3. cn , oro . 4 . me thoxyphenyl)-3-(difluorometh y l)-1H-pyrazol-5-yl]benez e nesul onam,de; 

-"™^^,I^-4-[f-(4-chloro-3-methoxyphenyl)-3-(diflu 
55 ~~ 2 5-dif luoro-4-[1 -(2-methylpyridin-6-yl)-3-(dif luoromethyl)-1 H-pyrazol-5-ylJbenezenesulfonam.de; - . 
2 5-difluoro-4-[1-(2-methylthia Z ol-4-yl):3-(difluoromethyl)-1H-pyra Z ol.-5-yl]benezenesulfonam.de; 
2 5-difluoro-4-[1-(4-methylthia Z ol-2-yl)-3-(djfluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 
2'5-difluoro-4-[1-(2-methylpyridin-3-yl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 
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2,5-difluoro-441 -(2-methylpy^ 
2-5-difluoro-4-[1-(3-pyridinyO 

25-dmuoro-4-[1-(5-methylpyridin-3-yl)-3-(difluoromethyl)-1H-pyrazol-5-yl]bene2ene 

2!5-dffluoro-4-[1-(2-methylpyridi^ 
2i5-difluoro-4-[1-cyclohexyl-3-(difluo^ 

2,5-difluoro-4-[1-cyclopentyl-3-(difluojomethy!)-1H-pyrazol-5-yl]ben 

2!5-difluoro-4-[1-phenyl-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

2,5-difluoro-4-[1 (3-chiorophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

2!5-difluoro-4-[1-(4-chlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenes 

2,5 -difluoro-4-[1 -(3-bromophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

2.5-difluoro-4-[1-(4-bromophenylV3-(trifluoro)-1H-pyrazol-5-yl]benezenesu^ 

2i5-difluoro-4-[1-(34luorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

2,5-difluoro-4-[1-(4-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfon 

2,5-difluoro-4-[1-(3-methylpheny^ 

2!5-difluoro-4^1H4-methylphenyl)-3Ktrifluoro)-1H-pyrazol-5-yl]benezenesulfonamide;. 

2;5<iifluoro-4-[1-(3-cyanophenyl)^ 
2,5-difluoro-4-[1 -(4-cyanoph^^ 
2!s<iifluoro-4-[1-(3-trifluorome^ 
2',5-difluoro-4-[1-(44rifluorome^^ 

2!5-dmuoro-4-[1-(3-trifluoromethoxyphenyl)-3-(trif!uoro)-1H-pyrazol-5-yl]benezenes 

2!5-dmuoro-4-[1-(4-trifluoromethoxyph 

2 , ,5-difluoro-4-[1-(3.4-dichloroph 

2^5-dif luoro-4-[1 -(S^-dibromophenyO-S^trif luoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

2!5-difluoro-4-[1-(3,4-difluoropheny^ 

2 , J 5-difluoro-441-(3 l 5-dichloroph 

2!5>difluoro-441-(3,5-dibromophenyl)-3-(trifluoro)-1H-pyra^ol-5-yl]ben 
2,5-difluoro-4-[1 -(3,5-dif luorophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 
2,5-difluoro-4-[1 -(3,4-dimethylphenyl)-3-(trifluoro)-1 H-pyrazo!-5-yi]benezenesulfonamide; 
-2!5<iifluoro-4-[1-(3,5-dimethylph^ 
2!5-difluoro-4-[1-(3-me^ 

2.5-difluoro-441-(4-methyl-3-chlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl^ 
2,5<iifluoro-4-[1-(3-methyl-4-f^^ 

2 5-difluoro-4-[1 -(4-methyl-3-f luorophenyl)-3-(trifluoro)-1 H-pyrazol-5-yi]benezenesulfonamide; 
25<iifluoro-4-[1-(3-methyl-4-b^ 

2 5-difluoro-4-[1 -(4-methyl-3-bromophenyl)-3"(trifluoro)-1 H-pyrazol-5 : yl]benezenesuIfonamide; 
2 5-difluoro-4-[1(3-methyl-44hfluoromethylphenyl)-3-(trifluoro)-1H-p 

25^ifluoro-4-[1-{4-methyl-34rffluor^ 
2 5-dif luoro-4^1 -(3-methyl^^ 
25<iifluoro-4-[H4-methyl-34rif^^ 
<2 5-difluoro-4-[1-(3-cyano-4-methy^ 

2 5-difluoro-4-t1-(4-cyano-3-methylphenyl)-3Htrifluoro)-1H-pyrazol-5-yl]benez 

2!s<iifluoro-4-[1-(3-chioro-4-methoxy^ 

2!5-difluoro-4H1-(4-chloro-3-m^^ 

2,5<Jifluoro-4-[1-(2-methylpyridm^^ 

2,5-difluoro-4^1-(2-methylthiazo^^ 

2!5-difluoro-4-[1-(4-methylthiazol-2-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesu^ 
2!5-difluoro-4-[1 -(2-methylpyridin-3 -yl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 
2'5<jifluoro-4-[1-(2-methylpyrid^ 

2,5-difluoro-4-[1-(3-pyridinyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

2!5-difluoro-4-[1 -(5-methylpy^ 
2!5-difluoro-4-[1-(2-methylpyridin-3^ 

2!5-difluoro-4-[1 -cyclohexyl-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; and — _ 

2,5-difluoro-4-[1-cyclopentyl-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide. 

The compound of Claim 1 having Formula 111: . . , , ;.. 
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III 



10 



wherein: 
X is fluoro; 



15 



20 



25 



^r^ro^^n sa* cyc^exy, py^ny,, and phenyl may be option,, s.Psti- 
tuted with one two or three radicals selected from C^-a.kyl, C v2 -haloalkyl, cyano, carboxyl, C^-alkoxycar- 
bonyl, hydroxy!, C^-hydroxyalkyl, C^-haloalkoxy, amino, C^-alkylamino, phenylammo, nrtro, C v2 - 
alkoxv-C ,-alkyl, C< ? -alkylsutfinyl, halo, C^-alkoxy and c v3 -alkylthio; 

RB ""a radica. seiecfed from hydride, halo, C^-alkyl, C 2 . 3 -alkenyl, ^^^^' ^^ 
ano-C, a -alkyl heterocyclyloxy, C^-alkoxy, C^-alkylthio, alkylcarbonyl, cycloalkyl, phenyl C^-haloalkyl, 
hete^yc.y.'cyc.oa.ken'yl'phenyl^^a.kyl, heterocyCyl-C^-alky. • ^a^io-C^ky,, ^ 
alkyl, C. ,-alkoxycarbonyl, phenylcarbonyl, phenyl-C^-alkylcaroonyl, phenyl-C 2 ^- alken yl C^-alkoxy ^,3 
alky phenylthio C, '-alkyl, phenyloxyalkyl, alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyl am.nooarbonyl. 
aml ocaZyl-C^ alkyl C 13 -alM 

Sony.. C, 3 a.kyla 3 minocarbonyl-C 1 .3-alky., carboxy-C^-alkyl, C^-alkylamino, N-aryU.rn.no, N-aralkylam,- 
N C, ^alkyl'-N-aralkylamino, N-fC^-alkyD-N-ary.amino, amino-C^-alkyl, C ; . 3 -a.ky.am,noalkyl, N-phe- 
nyiamino^a/kyl, N -pheny.-C,3-a.ky,aminoa,ky>, ^C, 3-a.ky,)-N^^ 

N-(C n 3 -alky.)-N-pheny.amino-C 1 . 3 -alkyl, phenyloxy, phenylalkoxy, phenylth.o, P^^'f^ . ^ 
alkylsulfinyl, cj-alkylsulfonyl, aminosulfonyl, C 1 . 3 -alky.aminosulfonyl, N-phenylam.nosulfonyl, phenylsulfo- 
3 o nyl, and N-fC^a-alkyO-N-phenylaminosulfonyl; and 

R 9 is methyl or amino; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 
33. The compound of Claim 32 wherein: 

R8 is a radical selected from hydride, halo, C^-alkyl. C 2 . 3 -alkenyl, C 2 . 3 -alk ynyl °™> W™^ 0 *^ 
ano-C, s-alkyi, (5- or 6-member ring heterocyclyl)oxy, C^-alkoxy, C^-alkylth.o, C^-al kylc L* 0n *.^f £ 
cloalkyl phenyl Cl . 3 -haloalkyl, 5- or 6-member ring heterocyclyl, C 3 -6-cycloalkenyK P henyl-C v3 -alkyU5- or 
' 6-member ring hetlrocyc.yD-C^-a.kyl, C.^-alkylthio-C^-alkyl, C^-hydroxya.ky Ci-a-alkoxyca^onyl, phe- 
nylcarbonyl, pheny.-C^-a.ky.carbonyl, phenyl-C 2 . 3 -a.kenyl, C^-alkoxy-C^- alky, phenyl ^i-^ 
phenyloxy'-Calkyl, C 1 3 3 -a.koxypheny.-C, 3 -alkoxy-C, 3 -a.kyl, C^-a.koxycarbony - Cl . 3 ^kyl ■ -m™ca*o. 
nyl aminocarbonyl-C, 3 -alkyl, C^-alkylaminocarbonyl, N-phenylammocarbonyl. N-(C 1 . 3 -alky )-N-pheny lam. , 
nocarbonyl, C, 3-a,k y Ja 3 minocarbony.-C 1 . 3 -alkyl, carboxy-C^-a.kyl, C^-alky.amino, N-phenylammo N-(phe- 
nyl-C, 3 -a y kyl)amino ' N-(C 1 . 3 -alk y .)-N-(phenyl-C 1 . 3 -alky.)amino, N-(C, 3 -a.ky.)-N-pheny.am,no am.no-C^- 
alkyl, C 13 -alky.amino-C 1 . 3 -a.kyl > N-phenylamino-C^-alkyl, N-phenyl-C^-a.kylam.no-C, 3 -alkyl, N-(C t . 3 - 
alkyl -N-pneny y -C l .3-alk y 1amino-C 1 .3-alky., N^^-a.kyD-N-pheny.amino-C.^alkyl, phenyloxy, Pherjr+Prr 
alkoxy phenyithio, phenyl-C^-alkyfthio, C^-alky.su.finyl, C^-alkylsulfonyl, am.nosu ony , C^-alkylam.no- 
sulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-CC^-alkyO-N-phenylaminosulfonyl; 
or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

so \ 

34. The compound of Claim 33 wherein is optionally substituted cyclohexyl. 

35. The compound of Claim 33 wherein R 7 is optionally substituted pyridinyl. 

55 36. The compound of Claim 33 wherein R 7 is optionally substituted phenyl.- >~ 

37. The compound of Claim 33 wherein R 7 is cyclohexyl, pyridinyl, or phenyl, wherein ^^ e ^^^^ 
phenyl may be optionally substituted with one, two or three radicals selected from methyl, difluoromethyl. tnfluor- 
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omethyl. cyano, carboxyl, methoxycarbonyl, hydroxy), hydroxymethyl, trifluoromethoxy, amino, methylamino, phe- 
nylamino, nitro, methoxymethyl, methyls u If iny I, fluoro, chloro, bromo, methoxy and methylthio. 

38 The compound of Claim 33 wherein is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, cyano, 
■s carboxyl cyanomethyl, methoxy, methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, 

methylthiomethyl, hydroxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcarbonyl, 
•methoxymethyl, phenytthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylmethyl, 
aminocarbonyl. aminocarbonylmethyl, methylaminocarbonyl, N-phenylaminocarbonyl, N-methyl-N-phenylammo- 
carbonyl methylaminocarbonylmethyl, carboxymethyl, methylamino ; N-phenylamino, N-(phenylmethyl)amino, N- 
10 methyl-N-(phenylmethyl)amino, N-methyl-N-phenylamino, aminomethyl, methylaminomethyl, N-phenylaminome- 

thyl N-phenylrriethylaminomethyl, N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylaminomethyl, phe- 
nyloxy, phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, aminosulfonyl, methylamino- 
sulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-methyl-N-phenylaminosulfonyl. 

is 39. The compound of Claim 33 wherein: 

R7 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 
three radicals selected from methyl, difluoromethyl, trifluoromethyl, cyano, carboxyl, methoxycarbonyl, hy- 
droxy!, hydroxymethyl, trifluoromethoxy, amino, methylamino, phenylamino, nitro, methoxymethyl, methylsulfi- 
20 nyl fluoro chloro, bromo, methoxy and methylthio; and 

R8 is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, cyanomethyl, meth- 
oxy methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, methylthiomethyl, hy- 
droxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcarbonyl, methoxymethyl, phe- 
nylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylmethyl, aminocarbonyl, 
25 aminocarbonylmethyl, methylaminocarbonyl, N-phenylaminocarbonyl, N-methyl-N-phenylaminocarbonyl, 

methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenylmethyl)am.no, N-me- 
thyl-N-(phenylmethyl)amino, N-methyl-N-phenylamino, aminomethyl, methylaminomethyl, N-phenylami- 
nomethyl N-phenylmethylaminomentyl, N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylami- 
nomethyl' phenyloxy. phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, aminosul- 
fonyl methylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-methyl-N-phenylaminosulfonyl. 



30 



35 



40 



45 



40. The compound of Claim 39 having Formula MIA: 




IIIA 



wherein R 7 , R 8 and R 9 are as defined in Claim 39. 
41. The compound of Claim 33 wherein: 

so R7 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 

three radicals selected from halo, cyano, C^-alkyl, C v2 -haloalkyl, C^-alkoxy, and C^-haloalkoxy; and 
R8 is a radical selected from hydrido, halogen, C v2 -alkyl, C^-alkoxy, C 1 . 3 -alkylcarbonyl, C v3 -haioalkyl, C v3 - 
hydroxyalkyl, and C-^-alkoxycarbonyl. 

55 42. The compound of Claim 33 wherein ^ , , T . r . ' . _ . v 

R7 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 
three radicals selected from methyl, "difluoromethyl, trifluoromethyl, trifluoromethoxy, cyano, fluoro, chloro, 
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KSni^Xd-*. ch.oro. f.uoro, bromo, cyano, methy., methoxy, methy.carbonyl, trif.uor- 
omethyl, difluoromethyl, hydroxy methyl and methoxycarbonyl. 

43. The compound of Claim 1 having Formula IV: 



10 



15 



■20 




wherein: 
. X is fluoro; 



25 



30 



35 



R "cSSSrSlSj. o Pheny wnerein said cyclohoxyl, pyndinyl, and phony, may bo 0P ? n ally sub- 
stttu o u th Z two orth oo radicals so.ectod from C v2 -a.kyl, C^-haloalkyl, cyme, carboxyl, C^-alkoxy- 
caW hydroxy,, C^-hydroxyalkyl, C^haloafkoxy. amino, C, 2 -a.ky.amino, phenylam.no, mtro, C, 2 - 
alkoxv-C« ,-alkyl, C, ,-alkylsulfinyl, halo, C v2 -alkoxy and C v3 -alkylthio; ™ 
R1 1 s Y T adicaTseioctod L hydrido, halo, C^-a.kyl, C, 3 -a,kenyL 

Tnn r aikvi heterocvclvloxy C< ,-alkoxy. C^g-alkylthio, alkylcarbonyl, cycloalkyl, phenyl, C^-haloalkyi, 

40 nyl, and N-(C 1 . 3 -alkyi)-N-phenylaminosulfonyl; 

R 12 is a methyl or amino; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 
44. The compound of Claim 43 wherein: 

R11 is a radical selected from hydrido, halo, C, 2 -a,kyl, C 2 . 3 -alkeny., C^-aJ ^,^^3^^ 
ano-C, 3-alkyl, (5- or 6-momber ring helerocyclyl)oxy, C^-alkoxy, C^-alkylth o, ^.3-^* 

a2 pWnyLp' P» e n».-0, 3 -ali< , y»io. c.^kylsu.inyl, C,. a -a,k» teu ,lonyl ,~r,o.o o„y .C^alkvlam.no- 
Lllonyl N-phanylminosullonyl, phpnyl«u«onyl. and N.(C,. 3 -.lkyl).N.ph=pylam,n» S ullpnyt 



50 
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or a pharmaceuticaily-acceptable salt, tautomer or prodrug thereof. 
45. The compound of Claim 44 wherein R 10 is optionally substituted cyclohexyl. 
5 46. The compound of Claim 44 wherein R 10 is optionally substituted pyridinyl. 

47. The compound of Claim 44 wherein R 10 is optionally substituted phenyl. 

48. The compound of Claim 44 wherein R 1 ° is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl and 
10 phenyl may be optionally substituted with one, two or three radicals selected from methyl, difluoromethyl, trifluor- 

omethyl, cyano, carboxyl, methoxycarbonyl, hydroxy!, hydroxymethyl, trifluoromethoxy, amino, methylamino, phe- 
nylamino, nitro, methoxymethyl, methylsulfinyl, fluoro, chloro, bromo, methoxy and methylthio. 

49 The compound of Claim 44 wherein R 11 is a radical selected from hydrido, fluoro : chloro, bromo : methyl, oxo, 
15 cyano, carboxyl cyanomethyl, methoxy, methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phe- 

nylmethyl, methylthiomethyl, hydroxymethyl methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcar- 
bonyl, methoxymethyl. phenylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylme- 
thyl, aminocarbonyl aminocarbonylmethyl, methylaminocarbonyl, N-phenylaminocarbonyl, N-methyl-N-phe- 
nylaminocarbonyl, methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenylmethyl) 
20 amino, N-methyl-N-(phenylmethyl)amino } N-methyl-N-phenylamino, aminomethyl, methyiaminomethyl, N-phe- 

nylaminomethyl, N-phenylmethylaminomethyl, N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylam.- 
nomethyl, phenyloxy, phenylmethoxy : phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, aminosulfonyl, 
methylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-methyl-N-phenylaminosulfonyi. 

25 50. The compound of Claim 44 wherein: 

Rio is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 
or three radicals selected from methyl, difluoromethyl, trifluoromethyl, cyano, carboxyl, methoxycarbonyl, hy- 
droxy!, hydroxymethyl, trifluoromethoxy, amino, methylamino, phenylamino, nitro, methoxymethyl, methylsulfi- 

30 nyl, fluoro, chloro, bromo, methoxy and methylthio; and 

FT is a radical selected from hydrido, fluoro, chloro, bromo, methyl., oxo, cyano, carboxyl, cyanomethyl, meth- 
oxy, methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, methylthiomethyl, hy- 
droxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcarbonyl, methoxymethyl, phe- 
nylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonyl methyl, aminocarbonyl, 

35 aminocarbonylmethyl, methylaminocarbonyl, N-phenylaminocarbonyl,- N-methyl-N-phenylaminocarbonyl, 

methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenylmethyl)ammo, N-me- 
thyl-N-(phenylmethyl)amino, N-methyl-N-phenylamino, aminomethyl, methyiaminomethyl, N-phenylami- 
nomethyl N-phenylmethylaminomethyl, N-methyl-N-phenylmethylaminbmethyi, N-methyl-N-phenylami- 
nomethyl! phenyloxy, phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, aminosul- 

40 fonyl, methylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl and N-methyl-N-phenylaminosulfonyl 

51. The compound of Claim 50 having Formula IVA: 




IVA 



wherein R 10 , R 11 and R 12 are as defined in Claim 50. 
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52. The compound of Claim 50 having Formula IVB: 



10 




IVB 



15 

wherein R 10 , R 11 and R 12 are as defined in Claim 50. 
53. The compound of Claim 44 wherein: 

20 Rio is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 

or three'radica* seated" rom halo, cyano, C^-alkyl, C^-haioa.kyl, C^-alkoxy, ^^^'^ 
R11 is a radical selected from hydrido, C^-alkyl, C^-alkoxy, C^-alkylcarbonyl, Cl . 3 -haloalkyl, C^-hydroxy 
alkyl, and C^-alkoxycarbonyl. 

25 54. The compound of Claim 44 wherein 

Rio is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two' 
or Jee radicate selectedLm methyl, dtfluorom ethyl, trifluoromethyl, trif.uoromethoxy, cyano, fluoro, chloro, 

^"SSK^ftom hydrido. methyl, methoxy, methyicarbonyl, trifluoromethyl. dif.uoromethyl, hy- 
droxymethyL and methoxycarbonyl. 



55 



. The compound of Claim 50 having Formula IVC: 



35 



40 



45 



50 




IVC 



or a pharmaceutically-acceptable salt, tautomer or prodrug thereof . 

r U rn il l i l , s lWW, ..!»« ,, ~ f i,..-|<--\ "W " ->——•—<- 

55 56. The compound of Claim 44 selected from compounds and their pharmaceutically-acceptable salts, tautomers and 
prodrugs thereof, of the group consisting of 



2,6-difluoro-4-[3-phenyl-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
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2,6-difluoro-4-[3-(3-chlorophen^^ 

2!6-difluoro-4-[3-(4-chlorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2.6<lifluoro-4-[3-(3-bromopheny^ 

2,6-difluoro-4-[3-(4-bromophenylV54luoromethylisoxa2ol-4-yl]benezene 
5 2!6-difluoro-4-[3-(3-fluorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonam 

2,6-difluoro-4-[3-(4-fluorophenyl^^^^ 

2!6-difluoro-4-[3-(3-methylphenyl)-5-fluoromethylisoxa20l^-yl]benezenesutf 

2^6-difluoro-4-[3-(4-methylphenyl)-5-fIuoromethylisoxa2oM-yl]be^ 

2.6-difluoro-4-[3-(3-cyanophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonam 

to 2!6-difluoro-443-(4-cyanophenyl)-5-fluoromethylisoxazol-4-yl]benezenesutfonamide; 
2.6-difluoro-4-[3-(3-trifluoromethylphenyl)-5-fluoromethylisoxazol-4-yl]ben 
2.6-difluoro-4-[3-(4-trifluoromethylphenyl)-5-fluoromethylisox^ 
2.6-difluoro-4-[3-(3-trifluoromethoxyphenyl)-5-fluoromethylisoxazol-4-yl]beneze 
2 6-difluoro-4-[3-(4-trifluoromethoxyphenyl)-5-fluoromethylisoxazol-4-yl]benezen 

r5 2.6-difluoro-443-(3 : 4-dichlorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfona^ 
2.6-diiluoro;443-(3 : 4-dibromophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonam 
2.6-difluoroU-[3-(3.4-djfluorophenyl)-5-tluoromethylisoxazol-4-y!]benezen 
2.6-difiuoro-4-[3-(3.5-dichlorophenyl)-5-fluoromethyiisoxazol-4-yl]benezenesulfonam 
2.6-difluoro-4-l3-(3.5-dibromophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

20 ■ - 2.6-difluoro-4-[3 -(3.5-difluorophenyl)-5-ftuoromethyiisoxazol-4-yl]benezenesulfonamide; 
2.6-difluoro-4-[3'(3 ! 4-dimethylphenyi)-5-fluoromethylisoxazol-4-yl]benezenesu 
2 J 6-difluoro-4-[3-(3.5-dimethylphenyl)-5rfluoromethylisoxazol-4-yl]be 
2*6-difluoro-4-[3-(3-methyl-4-chlorophenyl)-5-fluoromethylisoxazol-4-yl]benez 
2^difluoro-4-[3-(4-mcthyl-3-chlo^ 

25 2,6-difluoro-4-[3-(3-methyl-4^^ 

2!6-difluoro-4-[3-(4-methyl^34luorophenyl)-5-fluoromethylisoxazol-4-yl]benezen 

2 ^6-difluoro-443-(3-methyl-4-bromophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonam 

26-difluoro-4-[3-(4-methyl-3-bromophenyl)-5-fluoromethylisoxazol-4-yl]benezene 

26-difluoro-4-[3-(3-methyl-4-^ 
2 6-difluoro-4-[3-(4-methyl : 3-tri^ 
2 6-difluoro-4-[3-(3-methyl-44rifluoro^ 
2 6<lifluorq-4-[3-(4-methyl-3^ 

2!6-difluoro-443-(3-cyano-4-methylphenyl)-5-fluoromethylisoxazol-4^ 

2 6<iifluoro-4-[3-(4-cyano-3-methy1phenyl)-5-fluoromethyliso)ffl^ 
2 6-difluoro-4-[3-(3-chloro-4-methoxyphenyl)-5-fluoromethylisoxazol-4-yl]benezenes 

2 ! 6-difluoro-4-[3-(4-chloro-3-methoxyphenyl)-5-fluoromethylisoxazol-4-yl]ben 

2i6-difluoro-443-(2-methylpyridin-6-yl)-5-fluoromethylisoxazol-4-yl] 

2l6-difluoro-4-[3-(2-methyltM^ 

2,6-difluoro-4-[3-(4-methylthiazol-2-yl)-5-fluoromethylisoxazoM^ 
4 o 2!6-difluoro-443-(2-methylpyridin-3-yl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2!6-difluoro-4-[3-(2-methylpyridin-3-yl)-54luoromethylisoxazol-4-yl]b 
2!6-difluoro-4-[3-(3-pyridinyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2i6<Jifluoro-4^3-(5-methylpyridin-3-y^^^ 

2,6-difluoro-4-[3-(2-methylpyridin-3-yt)-5-fluoromethylisoxazol-4-yl]benezenesulf 
45 2,6-difluoro-4-[3-cyclohexyl-54luoromethylisoxa20l-4-yi]benezenesulfonamide; 
2!6-difluoro-4-[3-cyciopentyl-5-fluoromethylisoxazol-4-yl]benezenesulfon 
2 , ,6-difluoro-4-[3-phenyl-5-difluoromethylisoxazol-4-yl]benezenesulfonamide.; 
2!6-difluoro-4-[3-(3-chloro-5-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesu 
2 I 6-difluoro-4-[3-(34luoro-5-methylphenyl)-5-difluoromethylisoxazol-4-y^ 
50 2> 6-difluoro-4-[3-(3-chlorophenyl)-5-difluoromethylisoxazol-4-yl]benezen 

2!6-difluoro-443-(4>chlorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfona^ 
2,6-difluoro>4-[3-(3-bromophenyl)-5^difluoromethylisoxazol-4-yl)benezen . 
2,6-difluoro-4-[3-(4-bromophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam 

2'6-difluoro-443-(3-fluorophenyl)-5~dffl 

55 2j 6-difluoro-4-[3-(44luorophenyl)-5<im^ 

2,6-difluoro-4-[3-(4-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfon^ 

2 '6-difluoro-4-[3-(3-methylphenyl)-5^ 

2!6-difluoro-4-[3-(3-bromo-5-methylphenyl)-5-difluoromethylisoxazol-4-yl]^ 
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2 6-difluoro-4-[3-(3,4-dichlorophenyl)-5-difluoromethylisoxazol-4-yl]bene2enesulfonamide; 
2 6-difluoro--4-[3-(3,4-dibromophenyl)-5-difluoromethylisoxazol-4-yl]bGnezenesulfonamide; 
2 6-difluoro-4-[3-(3.4-difluorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3,(3,5-dichlorophenyn-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
s 2 6-difluoro-443-(3,5-dibromophenyl)-5-difluororhethylisoxazol-4-yl]benezenesulfonamide; 

2'6-difluoro-4-[3-(3,5-difluorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonarnide; 
2'6-difluoro-4-[3-(3-chloro-4-fluorophenyl)-5,difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(3-ch1oro-4-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2'6-difluoro-4-[3-(3-brorno-4-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
w 2 '6-difluoro-4-[3-(3-fluoro-4-rnethylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 '6-difluoro-4-[3-(3,4-dimethylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(4-trifluoromethoxyphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2'6-difluoro-4-[3-(3-methyl-4-trifluoromethoxyphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2'6-difluoro-4-[3-(4-methyl-3-trifluoromethoxyphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide, 
is 2 '6-difluoro-4-l3-(3-tri(luoromethylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

2'6-difluoro-4-[3-(4-tnfluoromethylphenyl)-5-drfluoromethylisoxazol-4-yl]benezenesulfonamide; . 
2'6-difluoro-4-[3-(3-methyl-4-trifluoromethylphenyl)-5-dlfluoromethylisoxazol-4-yl]benezenesulfonamide: 
2'6-difluoro-4-t3-(4-methyl-3-trifluoromethylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
26-difluoro-4-[3-(3-cyano-4-melhylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
20 2,6-difluoro-4-[3-(4-cyano-3-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 6-difluoro-4-[3-(3-cyanophepyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2'6-difluoro-4-[3-(4-cyanophenyl)-5-difluoromethylisoxazol-4-yl]benezenesutfonamide; 
2'6-difluoro-4-[3-(3-chloro-4-methoxyphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2'6-difluoro-4-t3-(4-chloro-3-mcthoxyphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
25 2'6-difluoro-4-[3-(2-methylpyridin-6-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; ^ 

2'6-difluoro-4-[3-(2-methylthiazol-4-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2'6-difluoro-443-(4-methylthiazol-2-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2'6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
30 2 6-difluoro-4-[3-(3-pyridinyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 6-difluoro-4-[3-(5-methylpyridin-3-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
3-phenyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 
3-(3-chlorophenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 
35 3-(4-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 
3-(4-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; . 
3-(3-fiuorophenyl)-4-[3,5-difluoro-4-.(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 
3-(4-fluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; . 
40 3 -(3-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(4-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 
3-(3-cyanophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyhsoxazole; 
3-(4-cyanophenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl)-5-hydroxymethylisoxazole; 
3-(3-trifluoromethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyhsoxazole; 
45 3-(4-trifluoromethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyl.soxazole; 

S-fS-trifluoromethoxyphenyO-^tS.S-difluoro^^methylsulfonyOphenyll-S-hydroxymethyhsoxazole; 
3-(4-trifluoromethoxyphenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyl.soxazole; 
3-(3 4-dichlorophenyl)-4-[3,5-difluoro-4-(methylsulfony!)phenyl]-5-hydroxymethylisoxazole; 
3-(3'4-dibromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 
so 3.(3'4-difluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyl.soxazole; 

3-(3'5-dichlorophenyl)-4-[3,5-difluoro-4-(rnethylsulfonyl)phenyl]-5-hydroxymethyhsoxazole; 
3-(3'5-dibromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 
3-(3'5-difluorophenyl)-4-[3,5-difluoro-4-(methy!sulfonyl)phenyl]-5-hydroxymethylisoxazole; . 
3-(3 4-dimethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyhsoxazole; 
55 3-(3 5-dimethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyl.soxazole; 

3-(3lmethyi-4-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl)-5-hydroxymethylisoxazole; 
3-(4-methyl-3-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyl.soxazole; 
3-(3-methyl-4-fluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyhsoxazole; _ 
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3-(4-methyl-3-fluorophenyl)-4-[3,5-dffl^ 

3-(3-methyl-4-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-h 

3-(4-methyl-3-bromophenyl)-4-[3 ! 5-difluoro-4-(methytsulfonyl)phenyl]-5-hydroxym 

3-(3-methyl-4-trifluoromethylphenylH-[3,5-difluoro-4-(methylsulfo 

3-(4-methyl-3-trifluoromethylphenyl)-4-[3 1 5-difluoro-4-(methylsulfonyl)ph 

3-(3-methyl-4-trifluofomethoxyphe^ 

3-(4-methyl-34rifluoromethoxyp^ 

3-(3-cyano-4-methylphenylH-[3^ 

3-(4-cyano-3-methylphenylM-[3^ 

3-(3-chloro-4-methoxyphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-'5-hydrox^ 
3-(4-chloro-3-methoxyphenyl)^-[3 J 5-diflu6ro-4-(methylsulfohyl)phen 
3-(2-methylpyridin-6-y!)-4-[3,5-difluoro^^ 
3-(2-methylthiazol-4-yl)-4-[3 : 5-dffluoro-4-(m^ 

■3-(4-methylthiazol-2-yI)-4-[3 s 5-difluoro-4-(methylsulfonyl)phenyl]-5-hyd 
3-(2-methylpyridin-3-yl)-4-[3,5-dmuoro-4-(methylsutfonyl)phenyl]-5-hydroxyme 
3-(2-methylpyridin-3-yl)-4-[3 J 5-difluoro-4-(methylsul1onyl)phenyl]-5-hydroxym 
3-(3-pyridinyl)-4-[3 : 5<lifluoro-4^ 
3-(5-methylpyridin-3-yl)-4-[3,5-difl^ 
3-(2-meLhylpyridin-3-yl)-4-[3 t 5-difluoro^^ 

3-cyclohexyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-cyclopentyl-4-[3,5-difluoro-4-(methylsulfony1)phenyl]-5-hydroxymethylisoxazole; 

3-phenyl-4-[3>difluoro^-(methyls^ 

3-(3-chlorophenyl)-4-[3 : 5-difiuoro^^ 

3-(4-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxa 
3-(3-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 
3-(4-bromophenyl)-4-[3 I 5-difluoro-4-(methylsulfonyl)phenyl]-5-fluorometh 
3-(3-fluorophenyl)^-[3,5-difluoro^-(methylsulfony!)phenyl]-5-fluoromethylisoxazo^ 

3-(4-fluorophenyl)-4-[3,5-diflu^^ 

3-(3-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluorom 
3-(4-methylphenyl)-4-[3,5-difluoro-4-(m^ 

3-(3-cyanophenyl)-443,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluorometh^ 
3-(4-cyanophenyI)-4-[3 J 5-difluoro^-(methylsulfonyl)phenyl]-5-fluoromethyl^ 
3-(3-trifluoromethylphenyl)-4-[3,5<lifluoro^^ 

3-(4-trifluoromethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fl^ 

3-(3-trifluoromethoxyphenyl)-4'[3,5-difluoro-4-(methylsulfony!)phenyI]-5-fluoromet 

3-(4-trifluoromethoxyphenyl)-4-[3 ; 5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethy!isoxa 

3-(3Adichlorophenyl)-4-[3,5-dmuoro^^ 
3-(3,4-dibromophenyl)-4-[3,5-diflu^ 

3-(3!4^difluorophenyl)-4-[3 : 5-difluoro-4-(methylsuifonyl)phenyl]-5-fluoromethylisoxazole; 
3V»5-dichlorophenyl)-4-[3,5^ 

. 3-(3!5-dibromophenyl)-4-[3,5-difluoro-4 : (methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 
3-(3,5-difluorophenyl)-4^3 t 5-difluoro^ 

3-(3!4-dimethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluorometh 
3V^dimethy1phenyl)-4-[3,5-difl^^ 

3-( 3 . m ethyl-4-chlorophenyl)-4-[3,5-difluoro-4Hmethylsulfonyl)phenyl]-5-fluoromethyl^ 

3"(4-methyl-3-chlorophenyl)-4-[3,5-difIuoro-4-(methylsulfonyl)ph 

3_( 3 _ mel hy|-4-fluorophenyl)-4^ 

3-(4-methy!-341uorophenyl)-4-[3,5-difluor^^^ 

3-(3-methyl-4-bromophenyl)-4-[3,5<im 

3-(4-methyl-3-bromophenyl)-4-[3 ! 5-difluoro-4-(methylsulfonyl)phenyl]-5-fluorome 
3-(3-methyl-4-trifluoromethylphenyl)-4>[3,5-difluoro-4-(methy!sulfonyl)phenyl]-5-fluorom 

3-(4-methyl-34rifluoromethylphe^ 

3-(3-methyl-4-trifluoromethoxyphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)ph 

3-(4-methyl-34hfluoromethoxyphenyl)-4-[3,5-difluor6-4-(methylsulfonyl)phenyl]-5 

3-(3-cyano-4-methylphenyl)-4-[3,5-dm 

3-(4-cyano-3-methylpheny[)-4-[3,5-di^ — 
3-(3-chloro-4-methoxyphenyl)-443,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyli^ 

3-(4-chloro-3-methoxyphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-54luorom 
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3.(2-methylpyridin-6-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyl.soxazo e; 
3-2-methylthia2ol-4-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxa2oe; 
3-4-methylthiazol-2-yl)-4-t3.5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazoe; 
3-2-methylpyridin-3-yl)-4-t3,5-diflu 0 ro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazoe; 
3-2-methylpyridin-3-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-f!uoromethylisoxazole; 
3-(3-pvridinyl)-4-[3,5-difluoro^-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 
3-5-methylpyridin-3-yl)-4-[3,5^difluoro-4-(rnethylsulfonyl)phenyl]-5-fluoromethylisoxazoe; 
3-2-methylpyridin-3-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyl.soxazole; 
3-cyclohexyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 
3-cyclopentyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 
3-Dhenvl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; . 
3W3-chloro-5-methylphenyl)-4-[3,5-difluoro-4-(methylsulfon y l)phenyl]-5-difluor 0 methy.soxazoe; 
3.3-fluoro-5-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyl.soxazole; 
3-(3-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; 
3-4-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; 
3-(3-Promophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; 
3-(4-bromophenyl)-4-t3.5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; 
3- 3 5-dilluorophenyl)-4-[3.5-difluoro-4.-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; 
3-(4-nuorophenyl)-4-[3.5-difluoro-4,(methylsulfonyl)phen y l]-5-difluoromethylisoxazole; 
3-4-methyl P henyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyhsoxazoe; 
3-(3-methyl P henyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyli S oxazole; 
3-3-bromo5-meth y lphen y l)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyl 1S oxazole; 
3- 3 4-dichlorophenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyr,soxazo e; 
3-3 4-dibromophcn y l)-4-[3.5-d,fluoro-4-(methylsulfonyl)phen y l]-5-difluoromethyr,soxazole; 
3.(3 4-difluorophenyl)-4.[3.5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyl.soxazole; 
3-3 5-dichlorophenyl)-4-[3.5-difluoro-4-(m e thy| S ulfonyl)phenyl]-5-difluoromethyl.soxazoe; 
3-3 5-dibromophenyl)-4-[3,5-difluoro-4-(methylsulfonyi)phenyl]-5-difluoromethylisoxazole; 
3-3 5'-difluoroph e nyl)-4-[3,5-difluoro-4-(methyl S ulfonyl)phenyl]-5-difluoromethyhsoxazole; 
3-3-chloro-4-fluorophenyl)-4-[33-difluoro-4-(meth y l£ U lfonyl)phenyl]-5-difluoromethyhspxazole; 
3-3-chloro-4.methyl P henyl)-4-[3 > 5-difl U oro-4-(meth y isulfonyl)phenyl]-5-difluoromethys 

3-3-bromo-4-methylphenyl)-4-[3,5-difluoro-^^ 
3- 3 tdloro-4-methyl P hcnyl)-443,5-difluoro-4-(meth y lsulfonyl) P h 
3-(3 4-dimethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl) P henyl]-5-difluoromethyl.soxazole; 

3^4-^3^ 

3-3-cyano^4-methyl P henyl)-4-[3,5-difluoro-4^ 

3-4-cyano-3-methyl P henyl)-4-[3,5-difluoro-4Hmethylsulfonyl)phenyl]-5-difluoromethyhsoxazole; , 
3-(3-cyanophenyl)-4-[3,5-difluoro-4-(methylsulfon y i)phenyl]-5-difluoromethylisoxazoe;. 
3-4-cyanophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; 

3-3-chloro4-methoxyphenyl)-4-^ 

3-4-chloro-3-methoxyphenyl)-4-[3,5-djfluoro-4-(methylsulfonyl)phenyl]-5-d,fluoromethyl.soxazole, 
3-2-methylpyridin-6-yl)-4-t3,5-diflupro-4-(methylsul1onyl)phenyl]-5-difluoromethylisoxazoe; 
3-2-methyimiazol-4-yl)-4-[3,5-difluoro-4-(methylsuUonyl)phenyl]-5-difluoromethyhsoxazole; 
3-4-methylthiazol-2-yl)-4-[3.5-difluoro-4-(methylsullon y l)phenyl]-5-difluoromethylisoxazoe; 
3-2-methylpyridin-3-yl)-4-[3,5-difluoro-4-(methylsulfon y l)phenyl]-5-difluorometh y i,soxazoe; 
3-(2-methylpyridin-3-yl)-4-[3,5-difluoro-4-(methylsulfon y i)phenyl]-5-difluoromethyl.soxazole; 
so ' 3 -(3-pyridinyl)-4-[3,5-difluoro-4-(methylsulfonyi)phenyl]-5-difluoromethylisoxazole; 

3- 5 :meWpyridin-3-yl)-4-[3,5-di^ 
"S^eti^P^ 
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3.cyclohexyl-4-[33-difluor6^-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; 
3-cyc!opentyl-4-[3 } 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; 
55 3.phenyl-4-[3 } 5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxa2oie; 

3-(3-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 
3-(4-chlorophenyl)-4^33-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 
S^S-bromophenyO^^^-difluoro^^methylsulfonyOphenyll^-methylisoxazole; 
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3-(4-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxa2ole; 

3-(3-fluorophenyl)^-[3,5-difluoro^-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(4-fluorophenyl)-4-[3 ; 5-difluoro-4-(methyisu!fonyl)phenyl]-5-methylisoxazole; 

3-(3-methylphenyl)-4-[3,5<lifluoro^ 

3-(4- me thylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 
3-(3-cyanophenyl)^-[3 I 5-difluoro^-(methylsulfonyl)phenyI]-5-methylisoxazole; . 
3-(4-cyanophenyl)^-[3,5-dmuoro^/(methylsulfonyl)phenyl]-5-methylisoxazole^ 
3-(3-trifluoromethylphenylM-fr^ 

3-(44rifluoromethylphenyl)^-[3,5-difluoro-4-(methylsuifonyl)phenyi]-5-m 

3-(3-trifluoromethoxyphenyl)-4-[3,^ 

3-(4-trifluoromethoxyphenyl)-4-[3^^ 

3-(3 : 4-dichlorophenyl)-4-[3 J 5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 
3-(3!4-dibromophenyl)-4-[3,5-difluo^ 

S-fS^-difluorophenyO^-p.S-difluoro^-lmethylsulfonyOphenyll-S-methylisoxazole; 

3-(3!5-dichlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methylte 

3-(3,5-dibromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyi]-5-methylis^^ 

3-(3!5-difluorophenyl)-4-[3,5-difluo^^ 

3-(3;4-dimethylphenylH-[3,5-dmuoro-4-(m^ 

3-(3 : 5-'dimethylphenyl)-4-[3 5 5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazol^ 
3-(3lmethyl-4^hlorophenyl)-4-[3,5-^ 

3-(4-methyl-3-chlorophenyi)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-meth 
3-(3-methyl-4-fluorophenylH-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-meth 
3-(4-methyl-3-fluorophenyl)-4-^ 

3-(3-mcthyl-4-bromopheny!)-4-[3,5-difluoro-4-(methylsulfonyl)phenylJ-5-methyn 
3-(4-methyl-3-bromophenyl)-4-[3,5-difluo^ 

3-(3-methyl-44rifluoromethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)p^ 

3-(4-methyl-34rifluoromethylphenyl)-4^^ 

3-(3-methyl-44rifiuoromethoxyphenyl)-4-^ 

3-(4-methyl-34rifluoromethoxyphenyl)^ 

3-(3-cyano-4-methylphenyl)-4^ 

3-(4-cyano-3-methylpheny!)-4-[33-difluoro-4-(methylsulfonyl)phenyl]-5-methyn 
3-(3-chloro-4-methoxyphenyl)-4-^ 

3-(4-chloro-3-methoxyphenyl)-4-[3 s 5-difluoro-4-(methylsulfonyl)phenyl]-5-me 

3-(2-methylpyridin-6-yl)-4-[3,5-difluoro^ 

3-(2-methylthiazoi-4-yl)-443 5 5-difluoro-4-(m^ 

3-(4-methylthiazol-2-yl)-4-[3^difluoro^^ 

3-(2-methylpyridin-3-yl)-4-[3,5-dif^ 

3-(2-methylpyridin-3-yl)-4-[3 5 5-difluoro-4-(methylsulfonyl)phenyl] -5-methylisoxazole; 
3-(3-pyndinyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 
3-(5-methylpyridin-3-yl)-4-[3,5-difiuoro^^ 
3-(2-methylpyridin-3-yl)-4-[3,5-difluo^^ 

3-cyclohexyl-4-[3,5-dif!uoro-4-(methylsulfonyl)phenyl]-5-methylisoxazol^ 

3-cyclopentyl-4-[3 s 5-difluoro-4-(methylsulfonyl)phenyi]-5-methylisoxazole; 

2,6-difluoro-4-[3-phenyl-5-hydroxymethylisoxazol-4-yl]benezenesutfonamide; 

2|6-difluoro-4-[3-(3-chlorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesu^ 

2 J 6-difluoro-4-[3-(4-chlorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2!6-difluoro-4-[3-(3'bromopheny1)-5-hydrpxymethylisoxazol-4-yl]benezenesuIfonamide; 

2 J 6-difluoro-4^3-(4-brorTiophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2!6'difluoro-4-[3-(34luorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonam 

2|6-difluorO"4-[3-(4-fluorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; - 

2,6-difruoro-4-[3-(3-methyiphenyl)-5-hydroxymethylisoxazol-4-yl]benezen 

2,6-difluoro-4-[3-(4-methylphenyl^ 

2,6-difluoro-4^3-(3-cyanophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 
2!6-difluoro-4-[3-(4-cyanpphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(3-trifluoromethylpheny!)-5-hydroxymethylisoxazol-4-yl]benez 
2!6-difluoro-443-(4-trifluoromethylphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesu»^ 
-2 } 6-difluoro-4-[3-(34rifluoromethoxyphenyl)-5-hydroxymethylisoxazo!-4-yl]benezen 

2!6-difluoro-4-[3-(4-trifluorom 
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2 J 6-difluoro-4-[3-(3,4-dichto - 
2,6-difluoro-4-[3-(3,4-dibromophe^ 

2 s 6-dmuoro-443-(3.4-difluorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesutf 

2 6-ditluoro-4-[3-(3,5-dichlorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2 6-difluoro-4-[3-(3,5-dibromoph^^ , 
2'6-difluoro-4-[3-(3,5-d!fluorophenyl)-5-hydroxymethylisoxazol-4-yI]benezenesulfonamide; 

2 6-difluoro-443-(3 J 4-dimethylphenyl)-5-hydroxymethylisoxazol-4-yi]benezenesulfonamide; 

2 , 6-dlfluoro-4-[3-(3 l 5-dimethylphenyl)-5-hydroxymethylisoxa2oM-yl]benezen 

2 6-difluoro-4-[3-(3-methy!-4<;h^ 
2 6-difluoro-4-[3-(4-methyl-3-ch^ 

2 6-difluoro-4-[3-(3-methyl-4-fluorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfona^ 
2 6-difluoro-4-[3-(4-methy!-3-fluorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamid 
2 6-difluoro-4-[3-(3-methyl-4-bromophenyl)-5-hydroxymethylisoxazol-4ryl]benez 

2 6-difluoro-4-[3-(4-methyl-3-bromo 

2 6-difluoro-4-[3^3-methyl-4-thfiuorom^ 

2 6-difluoro-443-(4-methyl-3-trffl^^ 

2 6-ditiuoro-4-[3-(3-methyl-4-trifluorom^ 

2 6.dlfluoro-4^3-(4-methyl-3-trifluoromethoxyphenyO-5-hydro)cym 

2 6-difluorO'4-[3-(3-cyano-4-methylphenyl)-5-hydroxymethylisoxazol-4-yl]b^ 

2 6-difluoro^-[3-(4-cyan6-3-methylphenyl)-5-hydroxymethylisox^ 

2 6-difluoro-4-[3-(3-chloro^-methoxy^ 

2.6-difluoro-4-[3-(4-chloro-3-methoxyphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonam 

2.6-difluoro-4-[3-(2-methylpyridin-6-yl)-5-hydroxymethylisoxazol-4-yl]beneze 

2.6-difluoro-4-[3-(2-methylthi^ 

■2!6-dlfluoro-443-(4-methylthiazol-2-yl)-5-hydroxymethylisoxazol-4-yl]benezen 
2i6-difluoro-4-[3-(2-methylpyn 
2,6-difluoro-4-[3-(2-methylpyrM^ 

.2 t 6-difluoro-4-[3-(3-pyridinyl)-5-hydroxymethylisoxazol-4-yl]benezenesuifonam 
2 , 6-difluoro-4-[3-(5-methylpyridin-3-yl)-5-hydroxymethylisoxazol-4-yl]benezen 

2^ifluoro-4-[3-(2-methylpyr^ 

2.6-difluoro-4-[3-phenyl-5-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4^3-(3-chlorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(4-chlorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(3-bromophenyl)-5-methylisoxazol-4-yi]benezenesulfonamide; '. 
2.6-difiuoro-4-[3-(4-bromophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2^6<Jifluoro-4-[3-(34luorophenyl)-5-m^ 

2.6-difluoro-4-[3-(4-fluorophenyl)-5-methylisoxazol-4-yl]benezenesulfonam 
2^6-difluoro-4-[3-(3-methylphenyl)-5-m^ 

2.6-difluoro-443-(4-methylphenyl)-5-methylisoxazol-4-yl]benezenesulfonam^ 

2 ! 6-difluoro-443-(3-cyanophenyl)-5-methylisoxazo!-4-yl]benezenesulfonamide; 

2!6-difluoro-4-[3-(4-cyanophenyl)-5-methy!isoxazol-4-yl]benezenesulfonamide; 

2.6-difluoro-4-[3-(3-trifluoromethylphenyl)-5-methylisoxazol-4-yl)benezene 

2,6-difluoro-4-[3-(44rifluoromethylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 ) 6-difluoro-4-[3-(34rmuoromethoxyphenyl)-5-methylisoxazol-4-yl]benezenesulton 

2!6-difluoro-4-[3-(4-trifluoro^ 

2!6-difluoro-4-[3-(3,4-dichlorophenyl)-5-methylisoxazol-4-yl]benezenesultonam 
2.6-dif!uoro-4-[3-(3,4-dibromophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2!6-difluoro-4-[3-(3 5 4-difluorophenyl)-5-methylisoxazoI-4-yl]benezenesulfonamide; 
2!6-difluoro-4-[3-(3 5 5-dichlorophenyl)-5-methylisoxazol-4-yl]benezenesulf 
2!6-dif1uoro-4-[^3,5-dibrom^ 
2,6-difluoK^4-[3-(3,5-difluoro^ 

2,6-difluoro-4-[3-(3,4-dimethylphenyl)-5-methylisoxazoT>4-yli 
2!6-difluoro-4-[3-(3,5-dimethylphenyl)-5-methylisoxazol-4-yl]benezen 

2.6-difluoro-4-[3-(3-methyl4-chlorop^ 

2^6-difluoro-4-[3-(4-methyl-3-chlorophenyl)-5-methylisoxazol-4-yl]benezenesulfo^ 
2 ) 6-difluoro-4-[3-(3-methyl-4-fluorophenyl)-5-methylisoxazoi-4-yl]benezenesulfonamide; 
2!6-difluoro-4-[3-(4"methy!-3-fluorophenyl)-5-methylisoxazol-4-yl]benezenesuifonam 
_ 2^-difruoro-4-[3-(3-methyl-4-bromophenyl)-5-methylisoxazol-4-yl]benez 
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2 s 6-difluoro-4-[3-(4-methyl-3-bromophenyl)-5-methylisoxazol-4-yl]benezenesulfonam 

2l6-difluoro-4-[3-(3-methyl-44rmuoromethylphenyl)-5-meth 

2!6<lffluoro-443-(4-methyl-34rifluorom 

2 f 6-difluoro-4-[3-(3-methyl-4-trifluoromethoxyphenyl)-5-me^^ 

2!6-difluoro-4-[3-(4-methyl-34rifluoromethoxyphenyl)-5-methylisoxazol-4-y!]benezen 

2 J 6-difluoro-4-[3-(3-cyano-4-methylphenyl)-5-methylisoxazoi-4-yl]benezenesulfonam 

2!6-difluoro-4-[3-(4-cyano-3-methylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2!6-difluoro-4-[3-(3-chloro-4-methoxyphenyl)-5-methylisoxazol-4-yl]benezenesuifonamide; 

V,6-difluoro-4-[3-(4-chloro-3-methoxyph^ 
2'6<lifluoro-4-[3-(2-methylpyridi^ 
2,6-difluoro-4-[3-(2 : methylihia^^ 

2!6-difluoro-4-[3-(4-methylthiazol'2-yl)-5-methylisoxazol-4-yl]benezen 

2 J 6-difluoro-443-(2-methylpyridin-3-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2!6-difluoro-4*t3-(2-methylpyridin-3-yl)-5-methylisoxazoJ-4-yl]benezenesulfonamide; 

2 ) 6-difluoro-4-[3H3-pyridinyl)-5-methylisoxazol-4-yl]benezenesulfpnamide; 

2,6-difluoro-4-[3-(5-methylpyridi 

2'6-difluoro-4'[3-(2-methyipyridin-3-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-phenyl-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 ) 6-difluoro-4-[3-(3-chlorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulf^ 

2,6-difluoro-4-[3-(4-chlorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulf^ 

2 ! 6-difluoro-4*-[3-(3-bromophenyl^ 

2,6-difluoro-4-[3-(4-bromophenyl)-54rifluoromethylisoxazol-4-yi]benezenesulfonam 
2,6-diftuoro-4-[3-(34luorophenyl)-5-trW^ 

2,6-difluoro-4-[3-(4-fluorophenyl)-5-trifluoromethylisoxazo!-4>yl]benezenesulfonam 
2 J 6-dif!uoro-4-[3-(3-methylphenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfonam 

2 ! 6-difluoro-4-[3-(4-methylphenyO 

2 ! 6-difluoro-4-[3-(3-cyanophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfona 

2,6-difluoro-4-[3-(4-cyanophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonam"i^^ 

2,6-dif!uoro-4-[3-(3-tnfluoromethylphenyl)-5-trifluoromethylisoxazol-4-yl]ben 

2!6-difluoro-4^3-(44rifluoromethylphenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonam 

2 ! 6-difluoro-4-[3-(3-trifluoromet^ 

2 ! 6-difluoro-4-t3-(4-trifluoromethoxyphenyl)-5-trifluoromethylisoxazol-4-yl]ben 

2,6-difluoro-4-[3-(3,4-dichlorophenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfon 

2 i 6-difluoro-4-[3-(3,4-dibromophenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfon 

2,6-difluoro-4-[3-(3,4-dif!uorophenyl)-5-trifluoromethylisoxazol-4-yl]benezen 

2!6-difluoro-4-[3-(3 J 5-dichloroph^ 

2,6-difluoro-4-[3-(3 ( 5-dibromophenyl)-54rifluoromethylisoxazol-4-yl]benezenesu 
2'6-difluoror4-[3-(3 s 5-difluorophenyl^ 

2,6-difluoro-4-[3-(3,4-dimethylphenyl)-5-trifluoromethylisoxazol-4-yl]be 
2!6-dif!uoro-4-[3-(3,5-dimethylpheny!)-5-trifluoromethylisoxazol-4-yl]benezenesulfona 

2,6-difluoro-4-[3-(3-methyl-4-chloro^ 
2,6<lifluoro-4-[3-(4-methyl-3-chlom^^ 

2 ! 6-difluoro-4-[3-(3-methyl-4-fluorophenyi)-54rifluoromethylisoxazol-4-yl]benezenesutfonam 
2!6-difluoro-4-[3-(4-methyl : 34luorophenyl)-54rifiuoromethylisoxazo!-4-^^ 
2'6-difluoro-4-[3-(3-methyl-4-bromophenyl)-5-trifluoromethylisoxazol-4-^^^ 
2^6-difluoro-4^3-(4-methyl-3-bromo 

2!6-difluoro-4-[3-(3-methyl-4-trifluoromethylphenyl)-54rifluoromethyli 

2^6<iifluoro-4-[3-(4-methyl-3-trifluoro^ 

2!6-difluoro-4-[3-(3-methyl-44rifluora^ 

2,6-difluoro-4-[3-(4 : methyl-3-trifluo^ 

2,6-difluoro-4-[3-(3-cyano-4-methylpheny^ 

2,6-difluoro-4-[3*(4-cyano-3-methylphenyl)-54rifluoromethylisoxazol-4-yl]benezen 
2!6-difluoro-4-[3-(3-chloro-4-methoxyphenyl)-5-trifluoromethylisoxazol-4-yl]benezen^^ 
2 J 6-difluoro-4-[3-(4-chloro-3-methoxyphenyl)>5-trifluoromethylisoxazol-^^^ 
2,6-difluoro-4-[3-(2-methylpyridin-6-yl)-5-trifluoromethylisoxazoM-yl]benezenesulfonam 

2 ) 6-difluoro-4-[3-(2-methylthiazo 
2,6-difluoro-4-[3-(4-methylthiazo!-2^ 

2!6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-trifluoromethylisoxazol-4-yl]beneze^ 
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2 J 6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-trifluoromethylisoxazoM-^ 

2,6-difiuoro-4-[3-(3-pyndinyl)-5-trjfluoromethylisoxazoW-yl]benezenesu 

2.6-difluoro-443-(5-methylpyridin-3-yl)-5-tnfluoromethylisoxazol-4-yl]benezen 

2,6-difluoro-4-[3r(2-methylpyridin-3-yl)-5-trjfluoromethylisoxazol^ 

2,5-difluoro-443-phenyl-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,5<iifluoro-4-[3-(3-chlorophe^ _ _ 

2,5-difluoro-4-[3-(4-chlorophenyl)-5-fluoromethylisoxa2ol-4-yi]benezenes 
2!5-difluoro-4^3-(3-bromophenyl)-5:fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 5 5-difluoro-4-[3-(4-bromophenyl)-54luoromethylisoxazol-4-yl]benezenesulfonam 

2,5-difluoro-4-[3-(3-fluorophenyO 

2!5-difluoro-443-(4-fluoropheny!)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2^5-difluoro-4-[3-(3-methy1phe^ 
2,5-difluoro-4-[3-(4-methylphenyl^^^ 

2!5-difluoro-4-L3-(3-cyanophenyl)-5-tluoromethylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-443-(4-cyanophenyl)-5-fiuoromethylisoxazol-4-yl]benezenesulfonamide; 

2!5<lifluoro-4-[3-(3-trifluorom 

2^5<lifluoro-4-[3-(4-trlfluorom'^ 

2,5<jifluoro-4-[3-(3-trifluorometho^ 

2]5-difluoro-4H3-(4-lrifluoromethoxypheny!)-5-fluoromethylisoxazol4-yl]benez 
2^5<jifluoro-4-[3-(3 : 4-dich^ 

2!5-difluoro-4-[3-(3 ! 4-dibromophenyl)-5-fluoromethylisoxazot-4-yl]benezenesulfon 

2,5-difluoro-4-[3-(3 : 4-difluorophe^^ 

2'5<iifIuoro-4-[3-(3,5-dichiorop 

2^5-difluoro-4-[3-(3,5-dibromophenyl)-5^^ - 
2,5-difluoro-4-[3-(3,5-difluorophGnyl)-5-fiuoromethylisoxazol-4-yl]benezenesulfonamide; 

2'5-difluoro-4-[3-(3,4-dimethylphenyl)^ 

2i5-difluoro^4 : [3-(3 f 5-dimethylphenyl)-5-fluoromethylisoxazol-4-yl]beneze 
2,5-difluoro-4-[3-(3-methyl-4-chiorophenyl)-5>fluoromethylisoxazol-4-yl]benezen 

2'5-difluoro-443-(4-methyl-3-chlom^ 
2^5<lifluoro-4-[3-(3-methyl-4-fluorop^ 

2.5-difluoro-443-(4-methyl-34luorophenyl)-5-fluoromethylisoxazol-4-yl]benezen 

2,5-dif!uoro-4-[3-(3-methyl-4-bro^ 

2^5<lifluoro-4-[3-(4-methy1-3-bro 

2.5-difluoro-4-[3-(3HTiethyl-44rifluoro^ 

2,5-difluoro-4-[3-(4-methyl-34rifl^^ 

2^5<iifluoro-4-[3-(3-methyl-44rifluor^^ 

2,5-difluoro-4-[3-(4-methyl-3-trifluo™^ 

2 ) 5-difluoro-4-[3-(3-cyano-4-methylphenyl)-54luoromethylisoxazo!-4-yl]benezenesu^ 

2!5-difluoro-4-[3-(4-cyano-3-methylphenyl)-54luoromethylisoxazol-4-yi]ben 

2,5-difluoro-4-[3-(3-chloro-4-methoxyphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonami 

2'5-difluoro-4-[3-(4-chloro-3-methoxyph^ 

2!5-difluoro-4^3-(2-methylpyridin-6-yl)-5-fluoromethylisoxazol-4-yl]benez 
2,5-difluoro-4-[3-(2-methyithiazol-4^ 

2,5-difluoro-4-[3-(4-methylthiazol-2-yt)-54luoromethylisoxazol-4-yl]benezenes 

2!5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-fluoromethylisoxazol-4-yl]benezenesulfo 

2!5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-fluoromethylisoxazol-4-yl^ 

2 } 5-difluoro-4-[3-(3-pyridinyl)-54luoromethylisoxazol-4-yl]benezenesulfonanriide; 

2!5-difluoro-4-[3-(5-methylpyridin-3-yl)-5-fluoromethylisoxazol-4-yl]benezenesulf 

2!5-dif|uoro-4-[3-(2-methy^ 

2,5-difluoro-4-[3-cyclohexyl-5-fluoromethyiisoxazol-4-yi]benezenesulfonamide; 
2,5-difluoro-4-[3-cyclopentyl-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-phenyl-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2!5-difluoro-443-(3-chloro-5-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezene^ 

2,5-difluoro-4-[3-(3-fluoro-5-met^ 

2 ! 5-difluoro-443-(3-chlorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesu!f^ 
2,5-difluoro-4-[3-(4-chlorophenyl)-5-difluoromethylisoxazol-4-yl]beneze'nesulfonam 
2 : 5-difluoro-4-[3-(3-bromophenyl)-5-difluoromethylisoxazol-4-yl]bGnezenesulfonamide; 
2 ) 5-difluoro-443-(4-bromophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; _ 
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2,5-difluoro-443-(3-fluoropHe^ 
2^5-difluoro-4-[3-(4-fluoropheny!)^ 

2!5-difluoro-443-(4-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesu - 
25-difluoro-4-[3-(3-methylphenyl)-5-difluoromethylisoxazol-4-yl]bene 
2]5-difluoro4-[3-(3-bromo-5-methylphenyl)-5-dlfluoromethylisoxaz^ 
2,5-dmuoro-4-t3-(3,4-dich^ 

2 t 5-difluoro-4-t3-(3!4-dibromophenyl)-5-dlfluoromethylisoxazol-4-yl]benezene 
2^5-difluoro-4-[3-(3,4-dmuoropheny^ 

2'5-d'rfluoro-4-[3-(3,5-dichlorophenyl)-5-diffuoromethylisoxazol-4-^ 

2 t 5-difluoro-4-t3-(3i5-dibromophenyl)-5-difluoromethylisoxazol-4-yl]benezenesul^^ 

2'5-difluoro-4^3-(3,5-dlfluoropheny!)-5-difluoromethylisoxazoM-yl]ben 

25-difluoro-4-[3-(3-chloro^4luorophenyl)-5-difluoromethylisoxazol-4-yl]ben 

2!5-difluoro-4-[3-(3-chloro-4-methylphenyl)-5-difluoromethylisoxazol-4-yl]beneze 

2.5-difluoro-4-t3-(3-bromo-4-methylphenyl) : 5-difluoromethylisoxazol-4-yl]ben 

2!5-difluoro-4-[3-(3-fluoro-4-methylphenyl)-5-difluoromethylisdxazol-4-yl^ 

2 ! 5-difluoro-4-[3-(3.4-dimethylphenyl)-5-difluoromethylisoxazol-4-yObenezene 

2 5<lifluoro-4-[3-(4-trifluoromethoxyp 

25.difluoro-4-[3-(3-methyl-4-trifluoromethoxyphenyl)-5-difluoromethylisoxazoM 
2!5-difluoro-4-[3-(4-methyl-34rifluoromethoxyphenyl)-5-difluoromethy!isoxa 
2'5-difluoro-4-[3-(3-trifluoromethylphenyl)-5-difluoromethylisoxazo 
2'5-difluoro-4-[3-(4-trifluorom 

2 5-difluoro-4-[3-(3-methyl-44rifluoromethylphenyl)-5-difluoromethyli 
2!5-difluoro-4-[3-(4-meihyl-34rifluoromethylphenyl)-5-difluoromethylisoxa^ 

23-difluoro-4-[3-(3-cyano-4-methylph^^ 

2!5-difluoro-443-(4-cyano-3-methylphenyl)-5-difluoromethylisoxazoM-yl]be 
23-difluoro-443-(3-cyanophenyl)-5-difluoromethylisoxazoM-yl]benezenesulfonamide; 
2 5-difluoro-443-(4-cyan6phenyI)-5-difluoromethylisoxazoM-yl]benezenesulfonamide; 

2 5-difluoro-443-(3-chlo}o^-methoxyp 
2,5-difluoro-443-(4-chloro-3-metho^ 

2,5-difluoro-4-[3-(2-methylpyridin-6-yl)-5-difluoromethylisoxazol^ 

2[5-dffluoro-4-[3-(2-methylthiazo^ 

2£-difluoro-4-[3-(4-methy1thiazo^ 

2^5<iifluoro-4-[3-(2-methylpyridi^ 

2',5-dffluoro-4-[3-(2-methylpyrid^ 

2!5-difluoro-443-(3-pyridinyl)-5-difluoromethylisoxazol-4-yl]benez 

2'5-difluoro-4-[3-(5-methylpyridin-3-yl)-5-difluoromethylisoxa^ 

2!5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-difluoromethylisoxazol-4-yn 

3-phenyl-4-[3,6-difluor6^-(methylsulfonyl)phenyl]-5-hydroxymethylisoxM 

3-(3-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxym 

3-(4-chlorophenyl)-4^3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3-bromophenyl)-4-[3,6-difluoro-4^ 

3-(4-bromophenyl)-4-[3 J 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(34luorophenyl)^43,6-difluoro^-(methylsulfonyl)phenyl]-5-hydroxymethy!isoxazole; 

3^4-ftuorophenyl)^43 } 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

S-tS-methylphenyO^-tS^-difluoro^-tmethylsulfonyOphenyll-S-hydroxymethylisoxazole; 

3-(4-methylphenyl)-4-[3 ) 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3<^anophenyl)-4-[3 : 6-difluoro^ 

3-(4-cyanophenyl)-4-[3 ! 6-difluoro^-(methylsulfonyl)phenyl]-5-hydroxymethylisoxaz 

3-(3-trifluoromethylphenyl)-4-[3,6-dffl 
3-(4-trifluoromethylphenyl)-4-[3,6-dm^ 
3-(3-trifluoromethoxyphenyl)-4-[3.6-^ 
3-(4-trifluoromethoxyphenylM-[3^ 
3-(3,4-dichlorophenyt)-4-[3,6<ii^^ 

3-(3!4-dibromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3,4-difluorophenyl)-4-[3^^^ 
3-(3's-dichlorophenyl)4-[3 i 6^ifluoro 
3-(3.5-dibromophenyl)-4-[3,6-difluoro^ 
3-(3£-dHluorophenyl)-4-[3,6-difluo^ 
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3-(3 4-dimethylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxa2ole; 

3-(3'5-dimethylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyhsoxazole;. 

3-3-rnethyl-4<hlorophenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyhsoxazoe; 

3-4-methyl-3K;hlorophenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethy| l soxa2ole; 

3-3-methyl-4-fluorophenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyl.soxazoe; 

3-(4-methyl-3-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyhsoxazole; 

3-(3-methyl-4-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyhsoxazoe; 

3-4-methyl-3-bromophenyl)-4-[3,6-difluoro-4-(meth y isulfonyl)phenyl]-5-hydroxymethylisoxazoe; 

3-3-methyl-4-trifluoromethylphenyl)-4-[3;6-difluoro-4-(methylsulfon y i)phenyl]-5-hydroxymet^ 

3-4-methyl-34rifluoromethylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethy^ 

3-3-methyl-4-trifluoro m ethoxyph^ 

3-4-methyl-34rifluoromethoxyphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyll-5-hydroxymethyl.soxazo 

3-3-cvano-4-m e thylphenyr)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazoe; 

3-4-cvano-3-methylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)ph e nyl]-5-hydroxymethyl l soxazole; 

3-3-chloro-4-methoxyphenyl)-4-[3,6-difluoro-4-(rnethylsulfonyl)phenyl]-5-hydroxymethyl,soxazoe; 

S-M-chloro-S-methoxyphenylJ^-p.e-difluoro^-CmethylsulfonyDphenyll-B-hydroxymethyhsoxazole; 

3-(2-methylpyridin-6-yl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(2-methylthiazol-4-yl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(4-methylthiazol-2-yl)-4-[3,6-difluoro-4-(methylsul(onyl)phenyl]-5-hydroxymethylisoxazole; 

3-{2-methylpyridin-3-yl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyl.soxazole; 

3-(2-methylpyridin-3-yl)-4-t3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyl.soxazole; 

3-(3-pyridinyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(5-methylpyridin-3-yl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(2-methylpyridin-3-yl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

S-cyclohGxyl^-tS.S-difluoro^-CmethylsulfonyDphenyll-S-hydroxymethylisoxazole; 

3-cyclopentyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-phenyl-4-[3 6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl)-5-fluoromethylisoxazole; 

3-(4-chlorophenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(4-bromophenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3-fluorophenyl)-4-[3,6-difluorb-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(4-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3-methylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(4-methylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyl.soxazole; 

3-(3-cyanophenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyl.soxazole; 

3-(4-cyanophenyl)-4-[3 1 6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyl.soxazole; 

3-(3:trifl U oromethylphenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazoe; 

3-(4-trifluoromethylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyl.soxazole; 

3-(3-trifluoromethoxyphenyl)-4-[3,6-difluorb-4-(methylsulfonyl)phenyl]-5-fluoromethyl.soxazoe; 
' 3-(4-trifluoromethoxyphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyhsoxazole; 

3-(3 4-dichlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3H3'4-dibrorndphenyl)-4-[3,6-difluoro-4-(methyl.sulfonyl)phenyl]-5-fluoromethyl.soxazole; 

3-(3'4-difluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3'5-dichlorophenyl)-4-t3.6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3'5-dibromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyl.soxazole; 

3-(3'6-difluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3'4-dime1hylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3 5-dimethylphenyl)-4-[3,6-difluoro-4-(meth y isulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3-methyl-4-chlorophenyl)-4-[3,B-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyhsoxazoe; 
~ "3-(4-methyl-3-chlorophenyl)-4-[3,6:difluoro-4-(methylsulfonyl)ph e nyl]-5-fluoromethyl.soxazole; 

3-(3-methyl-4-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(4-methyl-3-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fliioromethyhsoxazole; 

3-(3-methyl-4-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluorom e thyhsoxazole; 

3-(4-methyl-3-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-3-methyl-4-trifluoromethylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyhsoxazoe; 

3-4-methyl-3-trifluoromethylph e nyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl).5-fluoromethylisoxa 2 ol^ 

o p .^tK y ..^trif.,.r,mmgth n *vnh e n^ 
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3-(4-methyl-3-trifluoromethoxyphenyl)-4-[3,6^ 
3-(3-cyano-4-methylphenyl)-4-^ 

3*-(4-cyano-3-methylphenyl)-4-[3 f 6-difluoro^-(methylsulfonyl)phenyl]-5-fluoromet 

3-(3-chloro-4-methoxyphenyl)-4-[3,6-difl^^ 

3-(4-chloro-3-methoxyphenyl)-4-[3,6-difl^^ 

3-(2-methylpyridin-6-yl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluor^ 
3-(2-methylthiazol-4-yl)-4-[3,6-dmuo^ 
3-(4-methylthiazol-2-yl)-4^ 
3-(2-methylpyridin-3-yl)-4-[3,6-difluoro-4-^^ 

3-(2-methylpyridin-3-yl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylis 

3-(3-pyridinyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-54luoromethylisox 

3-(5-methylpyridin-3-yl)-4-[3,6-difluo^^^^ 

3-(2-methylpyridin-3-yl)-4^ 

3-cyctohexyl-4~[3 5 6<iifluoro-4^ 

S-cyclopentyl^-lS^-difluoro^-fmethylsultonyOphenyn-S-fluoromethylisoxazole; 
S-phenyl^-lS.S-difluoro^^methylsuifonyOphenylJ-S-difluoromethylisoxazole; 
3-(3-chloro-5-methylphenyl)-4-[3,5-difiuo^ 
3-(3-fluoro-5-methylphenyl)-4-[3,5-dif^ 

3-(3-chlorophenyl)-443 : 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisox^ 

3-(4-chlorophenyl)-4-[3 r 5<Jifluoro-4-(^^ 

3-(3-bromophenyl)-4-[3 ; 5-difluoro-4-(m^ 

3-(4-bromophenyl)-4-[3 r 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyH 

3-(3,5-difluorophenyl)-4-[3,5-difluoro-4-(m^ 

3-(4-fluorophenyl)-4-[3 : 5-difluoro-4-(m^ 

3-(4-methylphenyl)-443 I 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethy^ 
3-(3-methylphenyl)-4-[3 : 5-difluoro-4-(^^ 

3-(3-bromo-5-methylphenyl)-4-[3,5-difluoro-4-(methylsutfonyi)phenyl] -5-difluoromethylisoxazo!e; 
S-p^rdichlorophenyl^-^S-difluoro^ 

3-(3,4-dibromophenyl)-443^5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyli 

3-(3,4-difluorophenyl)-4-[3,5-difluoro^^ 

3-(3 ? 5-dichlorophenyl)-4-[3 ? 5-difluoro-4-^^ 

3-(3 s 5-dibromophenyl)-4-[3,5-difiuo^ 

S-^S-difluorophenylM-^S-difluoro^ 

3-(3-chloro-44iuorophenyl)-4-[3,5^ 

S-^-chloro^-methylphenylM-^S^ 

3-(3-bromo-4-methylphenyl)-4-[3,5-difluo^ 

3-(3,5-difluoro-4-methylphenyl^ 

3-(3,4-dimethylphenyl)-4-[3,5-dif1uoro^^ 

3-(4-trifluoromethoxyphenyl)-4-[3,5^ 

3-(3-methyl-4-trifluoromethoxyphe^ 

3-(4-methyl-3-trifluoromethoxyphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-di^ 

3-(3-methyl-4-trifluoromethoxyp^ 

3-(4-methyl-34rifluoromethoxyphenyl)^ 

3-(3-cyano-4-methylphenyl)-4-[3,5^^ 

3-(4-cyano-3-methylphenyl)-4-[3,5-di^ 

3-(3-cyanophenyl)-4-[3,5-difluoro-4-(me^^ 

3-(4-cyanophenyl)-4-[3 J 5-difluoro-4-(methylsulfonyl)phenyl]-5-difluorom 
3-(3-chloro-4-methoxyphenyl)-4-[3^^ 

3-(4-chloro-3-methoxyphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-d^ 

3-(2-methylpyridin-6-yl)-4-[3,5-difluoro^ 

3-(2-methylthiazo1-4-yl)-4-[3,5-difluoro-4-^^ 

3-(4-methylthiazol-2-yl)-4-[3,5-dif^ 

3-(2-methylpyridin-3-yl)-4-[3,5-dmu^^ 

3-(2-methylpyridin-3-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazo 

3-(3-pyridinyl)-4-[3,5-dif luoro-4-(methylsulfonyl)phenyl]-5-dif luoromethylisoxazole; ^ ^ ^ ^ 

3-(5-methylpyridin-3-yl)-4-[3,5-dif!uoro-4-(methy!sulfonyl)phenyl]-5-difluoromethylisox . 

3-(2-methylpyridin-3-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difiuorometh 

3-cyclohexyl-4-[3 t 5-difluoro-4^ 
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3-cyclopentyl-4-[3 : 5-dif!uoro-4-(methylsulfonyl)phenyl]-5-dlfluoromethylisoxazole; 

.3-phenyl-443,6-difluoro^-(methylsulfonyi)phenyD-5-methylisoxazole; 

3-(3-chlorophenyl)-443,6-difluoro-4-(methylsulfonyl)phenyl]-5-methyiisoxa2ol^ 

3-(4-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(3-bromophenyl)-4-[3 J 6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(4-bromophenyl)-4-[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-5 : methylisoxazole; 

S^S-fluorophenyO^^S^-difluoro^^methylsulfonyOphenyO-S-methylisoxazole; 

3-(44luorophenylM-I3,6-difluoro-4-^ " 
3-(3-methy!phenyl)-4-[3 5 6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(4-methylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(3-cyanophenyl)-4-[3 5 6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(4-cyanophenyl)-4-[3,6-difluoro-^ 

S-lS-trifluoromethylphenyO^-tS.e-difluoro^^methylsulfonyOphenyll-S-methylisoxazole; 

3-(4-trifluoromethylphenyl)-4-[3 1 6-difluoro-4-(methylsultonyl)phenyl]-5-methylisoxazole; 

3-(3-trifluoromethoxyphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(4-trifluoromethoxyphenyl)-4-[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-5-methyl^ 

3-(3.4-dichlorophenyl)-4-[3,6-dm^ 

3-(3.4-dibromophenyl)-4-[3,6-difluoro-4-(methylsulfonyi)phenyl]-5-methyr^^ • 
3-(3.4-difluorophenyl)-443,6-difluoro-4-(methylsulfony!)phenyl]-5-methylisoxazole; 

3-(3.5-dichlorophenyl)-4-^ 

3-(3.5-dibromophenyl)-4-[3,6^ 

3-(3.6-difluorophenyl)-4-[3,6-difluo^^ 

3-(3.4-dimethylphenyl)-4-[3 ; 6-difluoro-4>(methylsulfonyl)phenyl]-5-methy 
3-(3^5-dimethylphenyl)-4-[3,6-difluoro^^^ 

3-(3-methyl-4-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyi)phenyl]-5-methylisoxazo 

3-(4-methyl-3-chlorophenyl)-443,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(3-methyl-4-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylis 

3-(4-methyl-3-fluorophenyl)-443,6-difluoro-4-(methylsulfonyl)phenyl]-5-methy!isoxazole; 

3.(3-methyl-4-bromophenyl)-4-[3,6-difluoro-4-(methylsu!fonyl)phenyl]-5-methy!isoxazole; 

3-(4-methyi-3-bromophenyl)-4-[3,6-difl^^ 

3-(3-methyl-44rifluorome^ 

3-(4-methyl-3-trifluoromethylph^^ 

3-(3-methy[-4-trifluoromethoxyphenyl^ 

3-(4-methyl-3-trifluorometho^ 

3-(3-cyano-4-methylphenyl)-443 ) 6-difluoro-4^methylsulfonyl)phenyl]-5-methyhsoxazole; 

3-(4-cyano-3-methylphenyl)-4-[3,6-difluoro-4"(methylsulfonyl)phenyl]-^ 

3-(3-chloro-4-methoxyphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methy^ 

3-(4-chloro-3-methoxyphenyl)-4-[3^^ 
3-(2-methylpyridin-6-yl)-4-[3,6^ 

3-(2-methyIthiazol-4-yl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(4-methylthiazol-2-yl)-4-[3 1 6-difiuoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

S-Ca-methylpyridin-S-yO^-tS^-difluoro^-CmethylsulfonyOphenyll-S-methylisoxazole; 

3-(2-methylpyridin-3-yl):443 ! 6-difluoro-4-(methylsultonyl)phenyl]-5-meth 

3-(3-pyridinyl)-4H3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

~V(5-methylpyridin-3-yl)-4-[3,6-dffluoro^^ 

3-(2-methylpyridin-3-yl)-4H3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxa^ 

3-cyclohexyl-4-[3,6-difluoro-4HmethylsuIfonyl)phenyl]-5-methylisoxazole; 

3-cyclopentyl-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

2 ) 5-difluoro-4-[3-phenyl-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2!5-difluoro-4-[3-(3-chlorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2',5-dmuoro-4-[3-(4-chlo^ 

2,5-difluoro-4-[3-(3-bromophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonam 
2!5-dVluoro-4-[3-(4-bromophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonam 
2!5-difluoro-4-[3-(34luorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamid 

• 2 ) 5-difiuoro-4-[3-(44luorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide 
2 J 5-dif!uoro-4-[3-(3-methylphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonam 

' 2,5-difluoro-4-[3-(4-methylphenyl)-5-hydroxymethylisoxazol-4-yl]benezen 
2!5-difluoro;4-[3-(3-cyanophenyl)-5-hy^xymethylisoxazol-4-yl]b^ 
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,2,5-difluoro-4-[3-(4-cyanophenyl)-5-hydroxym 

2i5-difluoro-4-[3-(3-trifluoromethy^ 

2!5-difluoro-4^3-(4-trifluorometW 
2,5-dif!uoro-4-[3-(34rifluoromethoxyphen^^^ 

2!5-difluoro-4-[3-(4-trifluoromethoxyphenyl)-5-hydroxymethylisoxa2ol-4-yl]benezenesulfonam 

2!5-difluoro-4-[3-(3 J 4-.dichlorophenyl)-5-hydroxymethylisoxazol-4-yl]benezen^^ 

2!5-difluoro-4-[3-(3,4-dibromophenyl)-5-hydroxymethylisoxa20l-4-yl]benezenesu 

2^5-difluoro-4-[3-(3,4-difluorophenyl)-5-hydroxymethylisoxazol-4-yl]benezene^ 

2!5-difluoro-4-[3-(3,5-dichlorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; - 

2 ! 5-difluoro-4-[3-(3,5-dibromophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfona 

2!5-difluoro-4-[3-(3,5-dif1uorophenyl)-5-hydroxymethylisoxazol-4-yl]benez 

2i5-difluoro-4-[3-(3,4-dimethylphenyl)-5-hydroxymethylisoxazoW-yl]benezen 

2 : 5-difluoro-4-[3-(3 s 5-dimethylphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfon 

2.5-difluoro-4-[3-(3-methyl-4K:hlorophenyl)-5-hydroxymethylisoxazol-4-yl]bene2e 

2^5-diUuoro-4H3-(4-methyl-3K*loroph 

2 : 5-ditluoro-443.-(3-methyl-4-fluorophenyl)-5-hydroxymethyIisoxazol-4-yl]benezenesulfon 
2^5-difluoro-4-[3-(4-methyl-34luorophenyl)-5-hydro)cymethylisoxazoM-yl]benezenesulfo 
2i5-difluoro-443-(3-methyl-4-bromophenyl)-5-hydroxymethylisoxazol-4-yl]ben 
2,5-diriuoro-4-[3-(4-melhyl-3-bromophenyl)^ 

2.5-difluoro-443-(3-methyl-4-trifluoromethylphenyl)-5-hydroxymethyli^ 

2,5-difluoro-4-[3-(4-methyi-3-trifluoromethylphenyl)-5-hydroxymethylisox^ 

2|s-difluoro-443-{3-methyl-4-tiflluoromethoxypheriyl)-5-hydrox^ 

2i5-difluor'o-4-[3-(4-methyl-3-trifluoromethoxyphenyl)-5-hydroxymethylisoxa^ 

2 J 5-difluoro-4-[3-(3-cyano-4-mcthylphenyl)-5-hydroxymethylisoxazoM-yl]benezen 

2,5-difluoro-4-[3-(4-cyano-3-methylphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesuIfonam 

2,5-difluoro-4-[3-(3-chlbro-4-methoxyphenyl)-5-hydroxymethylisoxazol^-yl]benezenes 

2'5-difluoro-4-[3-(4-ch!oro-3-methoxyphe^^ 

2*5<lifluord-443-(2-methylpyridin-6^ 

2,5-difluoro-4-[3-(2-methylthiazol-4-yl)-5-hydroxymethylisoxazol-4>yl]benezenesulfon 

2,5-difluoro-4-[3-(4-methylthiazol-2-yl)-5-hydroxymethylisoxazoi-4-yl]benezenesulfonamide; 

2 f 5-dlfluoro-4-[3-(2-methylpyridih-3-yl)-5-hydroxymethyiisoxazol-4-yl]benezenesulfo 

2,5-dmuoro-4-[3-(2-methylpyridin-3-yl)-5-hydroxymethylisoxazol-4-yl]benez 

2 J 5-difluoro-4-[3-(3-pyridinyl)-5-hydro 

2^5-dmuoro-4-[3-(5-methylpyridin-3-yl)-5-hydroxymethylisoxazol-4-yO 

2 ) 5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-hydroxymethylisoxazol-4-yl]ben 

2 > 5-difluoro-4-[3-phenyi-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 ) 5-difluoro-4-[3-(3-ch!orophenyl)-5-methyiisoxazol-4-yl]benezenesulfonamide; 

2 5 5-difluoro-443-(4-chlorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3-bromophenyl)-5-m^ 

2 J 5-difluoro-4-[3-(4-bromophenyl)-5-methyiisoxazolr4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3-fluorophenyl)-5-methylisoxazoi-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(4-fluorophenyl)-5-methytisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3-methylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 : 5-difluoro-4-[3-(4-methylphenyl)-5-methylisoxazoi-4-yl]benezenesulfonamide; 

2 ! 5-difluoro-4-[3-(3-cyanophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 s 5-difluoro-4-[3-(4-cyanophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 ) 5-difluoro-4-[3-(3-trifluoromethylphenyl)-5-methyiisoxazoI-4-yl]benezenesu 

2,5"difluoro-4-[3-(4-trifluoromethylphenyl)-5-methylisoxazol-4-yl]benezenesulfona 

2,5-difluoro-4-[3-(3-trifluoromethoxyphenyl)-5-methylisoxazol-4-yl]benezenesulfonam 

2,5-difluoro-4-[3-(4-trifluoromet^ 

2,5-difluoro-4-[3 : (3,4-dichlorophenyl)-5-methylisoxazol-4-yl]benezenesultonam 

2,5-d'rfluoro>4-[3-(3 t 4-dibromophenyl)-5-methylisoxazol-4-yI]benezenesulfonamide; _.^._„ 
2,5-difluoro-443-(3,4-difluorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide;._ , 

2 1 5-difluoro-4-[3-(3,5-dichlorophenyl)-5-methylisoxazol-4-yl]benezenesulfonam ~ 

2,5-difiuoro-443-(3 J 5-dibromophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(3,5-difluorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(3 J 4-dimethylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(3,5-dimethylphenyl)-5-methy^ 
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2,5-difluoro-4-[3-(3-methyl-4-cM^ 

2!5-difluoro-4-[3>(4-methyl-3"Chlorophenyl)-5-methylisoxazol-4-yl]benezenesLMfonamide; 
2,5-difluoro-4-[3-(3-methylr4-fluorophenyl)-5-methylisoxazol-4-yl]benezen 
2,5-difluoro-4-[3-(4-methyl-3-fluorophenyI)-5-methylisoxazol-4-yl]benezenesulfonam 
2]5-dlfluoro-4-[3-(3-methyl-4-bromophenyl)-5-methylisoxazol-4-yl]be 
2!5-difluoro-443-(4-methyl-3-bromophenyl)-5-methyltsoxazol-4-yl]benezenesulfonam 

2,5-difluoro-4-[3-(3-methyl-44rffluo^^^ 
2i5-difluoro-4-[3-(4-methyl-34rlfluoromethylphenyl)-5-meth 
2[5-dmuoro-4-[3-(3-methyl-4-trifluo^ 
2^5-difluoro-4-[3-(4-methyl-34rifluorom 

2[5-difluoro-4-[3-(3-cyano-4-methylphenyl)-5-methylisoxaz6l-4-yl]bene 
2!5-difluoro-4-[3-(4-cyano-3-methylphenyl)-5-methylisoxazol-4-yl]b 
2^dmuoro-4-[3-(3-chloro^-methoxy 
2,5-difluoro-4-[3-(4-ch1oro-3nTiet^^ 

2,5-difluoro-4-[3-(2-methylpyridin-6-yl)-5-methylisoxazol-4-yl]benezenesulfona 
2 ! 5-difluoro-4-[3-(2-methylthiazol-4-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(4-methylthiazoh2-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2!5-difluoro-4-[3-(2-methy!pyridin-3-yl)-5-methylisoxazol-4-yl]benezenesulfo 
2,5-difluoro-443-(2-melhylpyridin-3-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(3"pyridinyl)-5-methylisoxazo!-4-yl]benezenesulfonamide; 
2 1 5-difluoro-4-[3-(5-methylpyridin-3-yl)-5-methylisoxazol-4-yl]benezenesuifonam 
2,5-difluoro-443-(2-methylpyridin-3-yl)-5-methylisoxazol-4-yl]benezenesutfon 
2,5-difluoro-4-[3-phenyl-5 -trifluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 ! 5-difluoro-4-[3-(3-chlorophcnyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamid 
2 } 5-difluoro-4-[3-(4-chlorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; . 

2,5-difluoro-4r[3-(3-bromophenyO 

2,5-difluoro-4-[3-(4-bromopheny!)-54rifluoromethylisoxazol-4-yl]benezenesulfonam 
^.S-difluoro^S^S^luorophenyO-S-trifluoromethylisoxazol^-ylJbenezenesulfonam 
2,5-difluoro-443-(44luorophenyl)-54rifluoromethylisoxazoi-4-yl]benezenesuIfonamide; 
2,5-difluoro-4-[3-(3-methylphenyl)-5-trifluoromethylisoxazol-4-yl]benezen 
2,5-difluoro-4-[3-(4-methylphenyl)-5-trifluoromethylisoxazol-4-yl]benez 
2,5-difluoro-4<3-(3-cyanophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesuifonamide; 
2,5-difluoro-4-[3-(4-cyanophenyi)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 
2!5-difluoro-4-[3-(3-trifluoromethylphenyl)-5-trlfluoromethylisoxazol-4-yl]b 
2!5-difluoro-4-[3^4-trifluoromethylphenyl)-5-trifluoromethylisoxazol-4-yl]ben 
2' ( 5-difluoro-4-[3K3-trifluorom 

2!5-difluoro-4-[3-(44rifiuoromethoxyphenyl)-5-trifiuoromethylisoxazol-4-yl]benezen 
2,5-difluoro-4-[3-(3;4-dichlorophenyl)-54rifluoromethylisoxazol-4-yl]benezenesulf^ 
2!5-difluoro-4-[3-(3,4-dibromophenyl)-5-trifluoromethylisoxazol-4-yl]benezenes 
2!5-difluoro-4-[3-(3,4-difluorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonami 
2,5-difluoro-4-[3-(3,5-dichlorophenyl)-5-trifluoromethylisoxazol-4-yl]benezen 
2,5-difluoro-4-[3-(3,5-dibromophenyl)-5-trifluoromethylisoxazol-4-yl]ben 
2,5-difluoro-4-[3-(3,5-difluorophenyl)^^ 
2,5-difluoro-4-[3-(3,4-dimethylphe^ 

2 ) 5-dmuoro-4-[3-(3 1 5-dimethylphenyl)-5-trifluoromethylisoxazol-4-yl]b^ 
2!5-difluoro-4-[3-(3-methyl-4-^ 

2,5-difluoro-4-[3-(4-methyl-3-chlor6phenyl)-5-trifluoromethylisoxazol-4-yl]^ 
2,5-difluoro-4-[3-(3-methyl-4-fluorophenyl)-5-trifluoromethylisoxazol-4-yl]^ 
2,5-difluoro-4-[3-(4-methyl-3-fluoro.phenyl)-5-trifluoromethyjisoxazol-4-yn 
2,5-difluoro-4-[3-(3-methyl-4-bromophe^^^^ 
2,5-difluoro-4-[3-(4-methyl-3-bromo 
2 I 5-difluoro-4-[3-(3-methyl-4-trifluoromethylphenyl)-5-trifluoromethyn 
2,5-difluoro-443-(4-methyl-3-trifluoromethylphenyl)-54rifluoromethylisoxazol-4-yl]benez 

2,5<lifluoro-4-[3-(3-methyl-4^ 

2!5-difluoro-4-[3-(4-methyl-34rifluoromethoxyphenyl)-54rifluoromethyliso 
2 : 5-dif1uoro-4^3-(3-cyano-4-methy^ 

2,5-difluoro-443-(4-cyano-3-methylphenyl)-5-trifluoromethylisoxazol-4-yl]benezen^^ 
2,5<iifluoro-4-[3-(3-chloro-4-methoxy 
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2,5-dffluoro-4-[3-(4-chlbro-3-metho 

2i5-dffluord-4-[3-(2-methylpyri^ 

2 ? 5-difluoro-4-[3-(2-methylthiazol-4-yl)-5^ 

2 ^5-difluoro-4-[3-(4-methylthiazol-2-yl)-5-trifluoromethyliso 

2,5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-t^ 

2!5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-trifluoromethylis 

2!5-difluoro-4-[3-(3-pyridinyl)-54rifluoromethylisoxazol-4-yl]benezen 

2i5-difluoro-4-[3-(5-methylpyridin-3-yl)-54rifluoromethylisoxazol-4-yl]ben and 
2'5-dif!uoro-4-[3-(2-methylpyridin-3-yi)-54rifluoromethylisoxazol-^ 

57. The compound of Claim 1 having Formula V: 



75 



20 



25 




wherein: 



30. 



35 



40 



45 



50 



X is fluoro; . 

n is an integer, greater than or equal to 2; 

R 13 is cyclohexyl pyridinyl, or phenyL wherein said cyclohexyL pyridinyl, and phenyl may be optionally sub- 
stituted with one, two or three radicals selected from C^-alkyl, 

C^-haloalkyL cyano, carboxyl, C^-alkoxycarbonyl, hydroxyl, C 1 . 2 -hydroxyalkyl > CLs-haloalkoxy,. amino, 
C^-alkylarnino, phenylamino, nitro, C^-alkoxy-C^-alkyl, C^-alkylsulfinyl, halo, C^-alkoxy and C v3 - 
alkylthio; 

is a radical selected from hydrido, halo, C^-alkyl, C 2 _ 3 -alkenyl, C 2 _ 3 -alkynyl, oxo, cyano, carboxyl, cy- 
ano-C^-alkyl, heterocyclyloxy, C^-alkoxy, C^-alk'ylthio, alkylcarbonyl, cycloalkyl, phenyL C^-haloalkyl, 
heterocyclyl, cycloalkenyl, phenyl-C^-alkyl, heterocyclyl-C^alkyl, C^-alkylthio-C^-alkyl, C^-hydroxy- 
alkyl, C^-alkoxycarbonyl, phenylcarbonyl, phenyl-C^-alkylcarbonyl, phenyl-C 2 . 3 -alkeny!, C^-alkoxy-C^- 
alkyl, phenylthio-C 1 . 3 -alkyl l phenyloxyalkyl, alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyL aminocarbonyl, 
aminocarbonyl-C 1 . 3 -alkyl, C^-alkylaminocarbonyl, N-phenylaminocarbonyl, N-(C 1 . 3 -alkyl)-N-phenylaminoc- 
arbonyl, C 1 . 3 -alkylaminocarbonyl-C 1 . 3 -alkyl, carboxy-C^-alkyl, C^-alkylamino, N-arylamino, N-aralkylami- 
no, N-(C! 3 -alkyl)-N-aralkylamino, N-fC^-alkyn-N-arylamino, amino-C^-alkyl, C^-alkylaminoalkyl, N-phe- 
nylamino-CLa-alkyl, N-phenyl-C^-alkylaminoalkyl, N-^.a-alkyO-N-lphenyl-C^^alkyOamino-C^s-alkyl, 
N-(C 1 . 3 -alkyl)-N-phenylamino-C 1 . 3 -alkyl, phenyloxy phenylalkoxy, phenylthio : phenyl-C v3 -alkylthio, C v3 - 
alkylsulfinyl, C^-alkylsulfonyl, aminosulfonyl, C^-alkylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfo- 
nyl, and N-(C 1 . 3 -alkyl)-N-phenylaminosulfonyl; and 
R 15 is "methyl or amino; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof; 
provided that when R 13 is 4-bromophenyl, R 14- is not hydrogen. 



55 



58. The compound of Claim 57 wherein: 

R14 is a radical selected from hydrido, halo, C^-aikyl, C 2 . 3 -alkenyl, C 2 . 3 -alkynyl, oxo, cyano, carboxyl, cy- 
ano-C 1 . 3 -alkyI, (5- or 6-member ring heterocyclyl)oxy, C^-alkoxy, C^-alkylthio, C^-alkylcarbonyl, C 3 _ 6 -cy- 
cloalkyl, phenyl, C^-haloalkyl, 5- or 6-member ring heterocyclyl, C 3 . 6 -cycloalkenyl, phenyl-C^-alkyl, (5- or 
6-member ring heterocyclyO-C^-alkyl, C^-alkylthio-C^-alkyl, C 1 . 3 -hydroxyalkyl, C v3 -alkoxycarbonyl, phe- 
... _ nylcarbonyl, phenyl-C^-alkylcarbonyl, phenyl-C 2 . 3 -alkenyl, C^-alkoxy-C^-alkyl, phenylthio-C v3 -alkyl, 
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phenyloxy-C^-alkyL-C^s-alkoxyphenyl-C^a-alkoxy-C^a'-alkyl, C^ralkwcycarbonyl-C^-alkyl, aminocarbo- 
nyl aminocarbonyl-C 13 -alkyl l C 1 ^-alkylaminocarbonyl l N-phenylaminoc^ 

nocarbonyl. C 1 a-alkylaminocarbonyl-C^^alkyl, carboxy-C 1 . 3 -alkyl ! C^-alkylamino, N-phenylamino, N-(phe- 
nyl-C 1 3 -alkyl)amino, N-tC^a-alkyO-N-Cphenyl-C.^-alkyDamino, N-tC^-alkyO-N-phenylaminq, amino-C^- 
alkyl C< 3 -alkylamino-C 1 3 -alkyl, N-phenylamino-C-^-alkyl, N-phenyl-C^a-alkylamino-C^s-alkyl, H-(C^- 
alkyli-N-phenyl-C, ^alkylamino-C-^-alkyt, N^C^s-alkyO-N-phenylamino-C^a-alkyl, phenyloxy, phenyl-C^- 
alkoxy. phenylthio, phenyl-C^-alkytthio, C^-alkylsulfinyl, C v3 -alkylsulfonyl, aminosulfonyl, C n . 3 -alkylamino- 
sulfonyl, N : phenylaminosulfonyl, phenylsulfonyL and N^CL^alkyO-N-phenylaminosulfonyi; 
or a pharmaceutically-acceptable salt, tautome'r or prodrug thereof. 

59. The compound of Claim 58 wherein R 13 is optionally substituted cyclohexyl. 

60. The compound of Claim 58. wherein R 13 is optionally substituted pyridinyl. 
15 61. The compound of Claim 58 wherein R 13 is optionally substituted phenyl. 

62 The compound of Claim 58 wherein R 13 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl and 
phenyl may be optionally substituted with one, two or three radicals selected from methyl, difluoromethyl, tnfluor- 
omelhyl. cyano. carboxyl. melhoxycarbonyl, hydroxyl, hydroxymethyl, trifluoromethoxy, amino, methylamino, phe- 

20 _ nylamino. nitio. methoxymethyL methylsulfinyl, fluoro, chloro, bromo, methoxy and methylthio. 

63 The compound of Claim 58 wherein R^ is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, 
cyano carboxyl. cyanomethyl. methoxy, methylthio, methylcarbonyl, phenyl, trifluoro methyl, difluoromethyl, phe- 
nylmethyl. mcthylthiomcthyl. hydroxymethyl methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcar- 

25 bonyl methoxymethyL phenylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylme- 

thyl aminocarbonyl. aminocarbonylmethyl, methylaminocarbonyl, N-phenylaminocarbonyl, N-methyl-N-phe- 
nylaminocarbonyl. methy [aminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenylmethyl) 
amino N-methyl-N-(phenylmethyl)amino ; N-methyl-N-phenylamino, aminomethyl, methylaminomethyl, N-phe- 
nylaminomethyl N-phenylmethylaminomethyl ; N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylami- 

30 nomethyl, phenyloxy, phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methy Isulfonyl, aminosulfonyl, 

methylaminosulfonyi; N-phenylaminosulfonyl, phenylsulfonyL and N-methyl-N-phenylaminosulfonyl. 

64. The compound of Claim 58 wherein: 

35 R1 3 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 

or three radicals selected from methyl, difluoromethyl, trifluoromethy!, cyano, carboxyl, methoxycarbonyl, hy-^ 
droxyl, hydroxymethyl, trifluoromethoxy, amino, methylamino, phenylamino, nitro, methoxymethyl, methylsulfi- 
nyl fluoro, chloro. bromo, methoxy and methylthio; and 

R14 is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, cyanomethyl, meth- 
40 oxy, methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, methylthiomethyl, hy- 

droxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcarbonyl, methoxymethyl, phe- 
nylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylmethyl, aminocarbonyl, 
aminocarbonylmethyl, methylaminocarbonyl, N-phenylaminocarbonyl, N-methy!-N-phenylaminocarbonyl, 
methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenylmethyl)ammo 5 N-me- 
45 thyl-N-(phenylmethyl)amino. N-methyl-N-phenylamino, aminomethyl, methylaminomethyl, N-phenylami- 

nomethyl,_N-phenylmethylaminomethyl, N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylami- 
nomethyl! phenyloxy, phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, aminosul- 
fonyl, methylaminosulfonyi, N-phenylaminosulfonyl, phenylsulfonyL and N-methyl-N-phenylaminosulfonyl. 

50 65. The compound of Claim 64 having Formula VA: 
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10 




VA 



wherein R 13 , R 14 and R 15 are as defined in Claim 64. 
75 66. The compound of Claim 64 having Formula VB: 



20 



25 




VB 



35 



30 

wherein R 13 , R 14 and R 15 are as defined in Claim 64. 
67. The compound of Claim 58 wherein: 

R« is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 
or three radicals selected from halo, cyano, C^-alkyl, C v2 -haloalkyl, C^-alkoxy, and C i:2 -haloalkoxy; and 
R 14 is a radical selected from hydrido, C^-alkyl, C n . 3 -alkoxy, C^-alkylcarbonyl, C^-haloalkyl, C^-hydroxy- 
alkyL and C-^-alkoxycarbonyl. 

40 68. The compound of Claim 58 wherein 

Ri5 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 
or three radicals selected from methyl, difluoromethyl, trifluoromethyl, trifluoromethoxy, cyano, fluoro, chloro, 
bromo, and methoxy; and 

R14 is a radical selected from hydrido, methyl, methoxy, methylcarbonyl, trifluoromethyl, difluoromethyl, hy- 
droxymethyl, and methoxycarbonyl. , 



45 



69. The compound of Claim 64 having Formula VC: 



50 



55 
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vc 



or a pharmaceutically-acceptable salt, tautomer or prodrug thereof . 
70. The compound of Claim 1 having Formula VI: 



25 



30 



35 




wherein: 

40 X is fluoro; 

n is an integer greater than or equal to 2; „ K 

Ris is c'yclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be optionally sub- 
stituted with one, two or three radicals selected from C^-alkyl, C^-haloalkyl, cyano, carboxyl, C^-alkoxy- 
. carbonyl, hydroxyl, C^-hydroxyalkyl, C^-haloalkoxy, amino, C^-alkylarnino.phenylarnino, nitro, C^- 

45 alkoxy-C, 2 -alkyl, C v2 -alkylsutfinyl, hal °- C,. 2 -alkoxy and C v3 -alkylthio; 

R". is a radical selected from hydrido, halo, C^-alkyl, C 2 . 3 -alkenyl, C 2 . 3 -alkynyl, oxo, cyano, carboxyl, cy- 
ano-C. 3 -alkyl, heterocyclyloxy, C^-alkoxy, C^-alkylthio, alkylcarbohyl, cycloalkyl, phenyl, C 1r3 -haloalkyl, 
heterocyclyl, cycloalkenyl, phenyl-C^-alkyl, heterocyclyl-C^-alkyl, C^a-alkylthio-C^a-alkyl, C^-hydroxy- 
alkyl C, 3-alkoxycarbonyl, phenylcarbonyl, phenyl-C^-alkylcarbonyl, phenyl-C 2 . 3 -alkenyl, C^-alkoxy-Cvs- 

so alkyl' phenylthio-C! 3-alkyl,- phenyloxyalkyl, alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyl, am.nocarbonyl, 

aminocarbonyl-C, 3 -alkyl, C^-alkylaminocarbonyl, N-phenylaminocarbonyl, N-fC^-alkyh-N-phenylaminoc- 
arbonyl, C, 3-alkylaminocarbonyl-C 1 . 3 -alkyl, carboxy-C^-alkyl, Cl . 3 -alkylamino, N-arylamino, N-aralkylam.- 
no N-(C, 3 -alkyl)-N-aralkylamino, N-^.a-alkyO-N-arylamino; amino-C^-alkyl, C 1 . 3 -alkylaminoalkyl, N-phe- 
nylamino-Cf 3-alkyl— N-phenyl-C^a-alkylaminoalkyl,— N^C^^alkyO-N-tphenyl-C^a-alkyOammo-C^a-alkyl, 

55 - --- N-IC, a-alkyO-N-phenylamino-C^a-alkyl,- phenyloxy,.phenylalkoxy,. phenylthio, phenyl-Cvs-alkylthio, C 1 3 - 
alkylsulfinyl, C^-alkylsulfonyl, .aminbsulfonyl, C^-alkylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfo- 
nyl, and N-(C.,. 3 -alkyl)-r\l-phenylaminosulfonyl; and 
R 1 8 is methyl or amino; . 
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or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 
71. The compound of Claim 70 wherein: 

• 5 R"i7 i S a radical selected from hydrido, halo, C^-alkyh C 2 _ 3 -alkenyl, C 2 _ 3 -alkynyl, oxo, cyano, carboxyl, cy- 

ano-C-^-alkyl, (5- or 6-member ring heterocyclyl)oxy, C v3 -alkoxy 5 C-^-alkylthio, C^-alkylcarbonyl, C 3 _ 6 -cy- 
cloalkyl, phenyl, C n _ 3 -haloalkyl, 5- or 6-member ring heterocyclyl, C 3 _ 6 -cycloalkenyl, phenyl-C^-alkyl, (5- or 
6-member ring heterocyclyO-C, _ 3 -alkyl, C^-alkylthio-C^-ajkyl, C^.-hydroxyalkyl, C^-alkoxycarbonyl, phe- 
nylcarbonyl, phenyl-CV^-alkylcarbonyl, phenyl-C 2 . 3 -alkenyl, C^-alkoxy-C-^-alkyl, pheny!thio-C 1 . 3 -alkyl, 

10 phenyloxy-C^-alkyl, C 1 . 3 -alkoxyphenyl-C 1 . 3 -alkoxy-C 1 . 3 -alkyl, C^-alkoxycarbonyl-C^-alkyt, aminocarbo- 

nyl, aminocarbonyl-C v3 -alkyl, C^-alkylaminocarbonyl N-phenylaminocarbonyl, N-(C 1 . 3 -alkyl)-N-phenylami- 
nocarbonyl, C v3 -alkylaminocarbonyl-C 1 . 3 -alkyl J carboxy-C^-alkyl, C^-alkylamino, N-phenylamino, N-(phe- 
nyl-C^a-alkylJamino, N-(C 1 . 3 -alkyl)-N-(phenyl-C 1 .3-allcyl)amino l N-fC^-alkyO-N-phenylamino, amino-C v3 - 
alkyl, C^-alkylamino-C^-alkyl, N-phenylamino-C-^-alkyl, N-phenyl-C^-alkylaminb-C^-alkyl, N-(C 1 . 3 - 

75 alkyl)-N-phenyl-C v3 -alkylamino-C 1 . 3 -alkyl 5 NHC^-alkylJ-N-phenylamino-C^-alkyl, phenyloxy, phenyl-C^- 

alkoxy, phenylthio. phenyl-C^-alkylthio, C^-alkylsulfinyl, C V3 -alkylsulfonyl, aminosulfonyl, C^-alkylarnino- 
sulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N^C^-alkyO-N-phenylaminosulfonyl; 
or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

20 72. The compound of Claim 71 wherein R 16 is optionally substituted cyclohexyl. 

73. The compound of Claim 71 wherein R 16 is optionally substituted pyridinyl. 

74. The compound of Claim 71 wherein R 16 is optionally substituted phenyl. 

25 

75. The compound of Claim 71 wherein R 16 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and 
phenyl may be optionally substituted with one, two or three radicals selected from methyl, difluororn ethyl, trifluor- 
omethyl, cyano, carboxyl, methoxycarbonyl, hydroxyl, hydroxymethyl, trifluoromethoxy, amino, methylamino, phe- 
nylamino, nitro, methoxymethyl, methylsulfinyl, fluoro, chloro, bromo, methoxy and methylthio. 

30 

76. The compound of Claim 71 wherein R 17 is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, 
cyano, carboxyl, cyanomethyl, methoxy, methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phe- 
nylmethyl, methylthiomethyl, hydroxymethyl . methoxycarbonyl,ethoxycarbonyl, phenylcarbonyl, phenylmethylcar- 
bonyl, methoxymethyl phenylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylme- 

35 thyl, aminocarbonyl, aminocarbonylmethyl, methylaminocarbonyl, N-phenylaminocarbonyl, N-methyl-N-phe- 

nylaminocarbonyl, methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenylmethyl) 
amino, N-methyl-N-(phenylmethyl)amino, N-methyl-N-phenylamino, aminomethyl, methylaminomethyl, N-phe- 
nylaminomethyl, N-phenylmethylaminomethyl, N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylami- 
nomethyl, phenyloxy, phenyl methoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, aminosulfonyl, 

40 methylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-methyl-N-phenylaminosulfonyL 

77. The compound of Claim 71 wherein: 

R 16 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 
45 or three radicals selected from methyl, difluoromethyl, trifluoromethyl, cyano /carboxyl, methoxycarbonyl, hy- 

droxy!, hydroxymethyl, trifluoromethoxy, amino, methylamino, phenylamino, nitro, methoxymethyl, methylsulfi- 
nyl, fluoro, chloro, bromo, methoxy and methylthio; and 

R 17 is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, cyanomethyl, meth- 
oxy, methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, methylthiomethyl, hy- 
50 droxymethyl, methoxycarbonyl, ethoxycarbonyi; phenylcarbonyl, phenylmethylcarbonyl, methoxymethyl, phe- 

nylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylmethyl, aminocarbonyl, 
— , aminocarbonylmethyl,^ methylaminocarbonyl, N-phenylaminocarbonyl, N-methyl-N-phenylaminocarbonyl, 

methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenylmethyl)amino, N-me- 
thyl-N-(phenylmethyl)amino, N-methyl-N-phenylamino, aminomethyl, methylaminomethyl, N-phenylami- 
55 nomethyl, N-phenylmethylaminomethyl, N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylami- 

nomethyl, phenyloxy, phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, aminosul- 
fonyl, methylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-methyl-N-phenylaminosulfonyl. 
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78. The compound of Claim 77 having Formula VIA: 



5 



10 



75 




VIA 



20 



' wherein R 16 , R 17 and R 18 are as defined in Claim 77. 



79. The compound of Claim 71 wherein: 

os Ri« is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 

or three radicals selected from halo, cyano, C^-alkyl, C^-haloalkyl, C^-alkoxy, and C.^haloalkoxy; and 
R17 is a radical selected from hydrido, C^-alkyl, C^-alkoxy, C^-alkylcarbonyl, C^-haloalkyl, C^-nydroxy- 
alkyL.and C 1 . 3 -alkoxycarbonyl. 

30 80. The compound of Claim 71 wherein 

R16 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one two 
. or three radicals selected from methyl, difluoromethyl, trifluoromethyl, trifluoromethoxy, cyano, fluoro, chloro, 

bromo, and methoxy; and „4u;,i il„ 

35 is a radical selected from hydrido, methyl, methoxy, methylcarbonyl, trifluoromethyl, difluoromethyl, hy- 

droxymethyl, and methoxycarbonyl. 
81. The compound of Claim 77 having Formula VIB: 



40 



45 



50 




VIB 



55 



or a pharmaceutically-acceptable salt, tautomer^or prodrug the^eot 



82. The compound of Claim 1 having Formula VII: 
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VII 



wherein: 



X is fluoro; 

n is an integer greater than or equal to 2; 

R"»9 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be optionally sub- 
stituted with one, two or three radicals selected from C^-alkyl, C^-haloalkyl, cyano, carboxyl, C,. 2 -alkoxy- 
' carbonyl hydroxyl, C v2 -hydroxyalkyl } C v2 -haloalkoxy, amino, C^-alkylamino, phenylamino, nitro, C v2 - 
alkoxy-C v2 -alkyl, C^-alkylsutfinyl, halo, C v2 -alkoxy and C v3 -alkylthio; 

R20 is represents one or more radicals selected from hydrido, halo, C v2 -alkyl, C 2 _ 3 -alkenyl, C 2 . 3 -alkynyl, oxo, 
cyano, carboxyl, cyano-C v3 -alkyl, heterocyclyloxy, C v3 -alkoxy, C^-alkylthio, alkylcarbonyl, cycloalkyl, phe- 
nyl, C^-haloalkyl, heterocyclyl, cycloalkenyl, phenyl-C 1 . 3 -alkyl, heterocyclyl-C 1 . 3 -alkyl, C 1 . 3 -alkylthio-C v3 - 
alkyl, C^-hydroxyalkyl, C^-alkoxycarbonyl, phenylcarbonyh phenyl-C^-alkylcarbonyl, phenyl-C 2 _ 3 -alkenyl, 
C^-alkoxy-C-^-alkyl, phenylthio-C^-alkyl, phenyloxyalkyl alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyl, 
aminocarbonyl, aminocarbonyl-C^-alkyl, C^-alkylaminocarbonyl, N-phenylaminocarbonyl, N-(C v3 -alkyl) 
-N-phenylaminocarbonyl, G^^alkylaminocarbonyl-C^s-alkyl, carboxy-C^-aikyl, C^-alkylamino, N-arylami- 
no, N-ara!kylamino, N-fC^-alkyO-N-aralkylamino, N-fC^-alkyO-N-arylamino, amino-C^-alkyl, C^- 
alkylaminoalkyl, N-phenylamino-C^-alkyL N-phenyl-C^-alkylaminoalkyl, N-fC^-alkyO-NKphenyl-C^- 
alkyOamino-C^-alkyl, N^C^^alkyO-N-phenylamino-C^^alkyl, phenyloxy, phenylalkoxy, phenylthio, phe- 
nyl-C^-alkylthio, C^-alkylsulfinyl, Cva-.alkylsulfonyl, aminosulfonyl, C^-alkylarninosulfonyl, N-phenylami- 
nosulfonyl, phenylsulfonyl, and N-(C 1 . 3 -alkyl)-N-phenylaminosulfonyl; and 
R 21 is methyl or amino; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 
83. The compound of Claim 82 wherein: 

R2Q is a radical selected from hydrido, halo, C v2 -alkyl, C 2 _ 3 -alkenyl, C 2 _ 3 -alkynyl, oxo, cyano, carboxyl, cy- 
ano-C.,_ 3 -alkyl, (5- or 6-member ring heterocyclyl)oxy, C v3 -alkoxy, C^-alkylthio, C^-alkylcarbonyl, C^-cy- 
cloalkyl, phenyl, C^-haloalkyl, 5- or 6-member ring heterocyclyl, C 3 . 6 -cycloalkenyl, phenyl-C^-alkyl, (5- or 
6-member ring heterocyclyl)- C,. 3 -alkyl, C^-alkylthio-C^-alkyl, C^-hydroxyalkyl, C 1 . 3 -alkoxycarb6nyl, phe- 
nylcarbonyl, phenyl-C v3 -alkylcarbonyl, phenyl-C 2 . 3 -alkenyl, C 1 . 3 -alkoxy-C 1 . 3 -alkyl, phenylthio-C^-alkyl, 
phenyloxy-C v3 -alkyl, C 1 . 3 -alkoxyphenyl-C v3 -alkoxy-C 1 . 3 -alkyl, C^-alkoxycarbonyl-C^-alkyl, aminocarbo- 
nyl, aminocarbonyl-C^-alkyl, C^-alkylaminocarbonyl, N-phenylaminocarbonyl, N-(C 1 . 3 -alkyl)-N-phenylami- 
nocarbonyl, C 1 . 3 -alkylaminocarbonyl-C 1 . 3 -alkyl, carboxy-C^-alkyl, C^-alkylamino, N-phenylamino, N-(phe- 
' nyl-C v3 -alkyl)amino, N-^^^alkyO-N-Cphenyl-C^s-alkyOamino, N-CC^-alkyO-N-phenylamino, amino-C^- 

alkyl, C^-alkylamino-C^g-alkyl, N-phenylamino-C v3 -alkyl s N-phenyl-C v3 -alkylamino-C 1 . 3 -alkyl, N-(C V3 - 
alkyl)-N-phenyl-C v3 -alkylamino-C v3 -alkyl, N^C^^alkyO-N-phenylamino-C^^alkyl, phenyloxy, phenyl-C v3 - 
alkoxy, phenylthio, phenyl-C^-alkylthio, C 1 . 3 -alkylsulfinyl J C^-ajkylsulfonyl, aminosulfonyl, C^-alkylamino- 
~ sulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-lC^-alkyO-N-phenylaminosulfonyl; 
or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 



84. The compound of Claim 83 wherein R 19 is optionally substituted cyclohexyl. 
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15 



85. The compound of Claim 83 wherein R™ is optionally substituted pyridinyl. 

86. The compound of Claim 83 wherein R™ is optionally substituted phenyl. 

87. The compound of Claim 83 wherein is cyclohexyl, pyridinyl, or phenyl, wherein ^^^J^ 
phenyl may be optionally substituted with one, two or three radicals selected from methyl, drfluoromethyl, tnfluor- 
cmethyl, cyano, carboxyl, methoxycarbonyl, hydroxy!, hydroxymethyl, trifluoromethoxy, am.no, methylam.no, phe- 
nylamino, nitro, methoxymethyl, methylsulfinyl, fluoro, chloro, bromo, methoxy and methylth.o. 

The compound of Claim 83 wherein Ft** is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, 
cyano carboxyl. cyanomethyl, methoxy/methylthio, methylcarbonyl, phenyl, trifluoromethyl, drfluoromethyl, phe- 
nylmeihyl. methylthiomethyl, hydroxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethy car- 
bony.; methoxymethyl, phenylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, ^tho^arbonyJme- 
thyl aminocarbonyl, aminocarbony.methyl, methylaminocarbonyl, N-phenylam.nocarbonyl, N-methyJ^he- 
nylaminocarbonyl, methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylam.no, N-(phenylmethyt) 
amino N-methyl-N-(phenylmethyl)amino, N-methyl-N-phenylamino, aminomethyl, methylaminome thy., N-phe- 
nSnomethyJ N-pheny.methy.aminomethy., N-methy.-N-phenylmethylaminomethyl, N-methy.-N-pheny.am- 
non e' hyl phenyloxy phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, am.nosulfonyl, 
metnylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-methyl-N-phenylam.nosulfonyl. . 



20 



25 



30 



40 



45 



89. The compound of Claim 83 wherein: 



. R19 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one two 
- or three radicals selected from methyl, difluoromethyUrifluoromethyl, cyano, carboxyl, methoxycarbonyl, hy- 
droxyl, hydroxymethyl, trifluoromethoxy, amino, methylamino, phenylamino, nitro, methoxymethyl, methy Isulf.- 
nvl fluoro, chloro, bromo, methoxy and methylthio; and 

R20 is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, cyanomethyl^ meth- 
oxy methylthio, methylcarbonyl, phenyl, trifluoromethyl, drfluoromethyl, phenylmethyl, methylth.omethyl, hy- 
droxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcarbonyl. methoxymethyl^phe- 
nylthiomethyl, phenyloxymethyl. methoxyphenylmethoxymethyl. methoxycarbonylmethyl, am.nocarbony , 
aminocarbony.methyl, methyiaminocarbonyl, N-phenylaminocarbonyl, N-methyl-N-ph en^^rbonyl- 
methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylam.no, N-(phenylmethyl)^ino^ N-me- 
thyl-^(phenylmethyl)amino, N-methyl-N-phenylamino, aminomethyl, methylam.nomethyl, N-pheny am - 
nomethyl, N-phenylmethylaminomethyl, N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylam - 
nomethyl phenyloxy, phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, am.nosul- 
fonyl, meihylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-methyl-N-phenylam.nosulfonyl. 

90. The compound of Claim 89 having Formula VIIA: 



D 20 

R 19 



50 




VIIA 



55 wherein R 19 7r 20 and R 21 are as defined in^im 89^ 

91. The compound of Claim 83 wherein: 
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R19 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 
or three 'radicals selected from halo, cyano, C^-alkyl. C v2 -haloalkyl, C^-alkoxy, and C v2 -haloalkoxy; and 
R20 is a radical selected from hydrido., C^-alkyL C 1 . 3 -alkoxy, Cva-alkylcarbonyl, C^-haloalkyl; C 1 . 3 -hydroxy- 
alkyl, and C 1 . 3 -alkoxycarbonyL 

92. The compound of Claim 83 wherein 

r19 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 
or three radicals selected from methyl, difluoromethyl, trifluoromethyl, trifluoromethoxy, cyano, fluoro, chloro, 
bromo, and methoxy; and 

R20 is a radical selected from hydrido, methyl, methoxy, methylcarbonyl, trifluoromethyl, difluoromethyl, hy- 
droxymethyl, and methoxycarbonyl. 

93. The compound of Claim 89 having Formula VMB: 
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or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

94. A compound of claim 1 wherein R 2 is amino, the compound is a prodrug, and R 2 is substituted with an acyl group. 

95. The compound of claim 94 wherein R 2 is 




96. A pharmaceutical composition comprising a therapeutically-effective amount of a compound of Claim 1 . 
so 97. A pharmaceutical composition compris ing a therapeutically-effective amount of a compound of Claim 1 7. 

98. A pharmaceutical composition comprising a therapeutically-effective amount of a compound of Claim 32. 

99. A pharmaceutical composition comprising a therapeutically-effectiveamount of a compound of Claim 43. 

100. A pharmaceutical composition comprising a therapeutically-effective amount of a compound of Claim 57. 
101 .A pharmaceutical composition comprising a therapeutically-effective amount of a compound of Claim 70. 
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102. A pharmaceutical composition comprising a therapeutically-effective amount of a compound of Claim 82 

103. A pharmaceutical composition comprising a therapeutically-effective amount of a compound of claim 94. . 

104 A method of treating inflammation, said method comprising administering to the subject having or susceptible to 
such inflammation or inflammation-associated disorder, a therapeutically-effective amount of a compound of For- 
mula I 



25 



30 



35 



40 




wherein: 

A is a 5- or 6-member ring substituent selected from partially saturated or unsaturated heterocyclic and car- 
bocyclic rings; 
X is fluoro; 

n is an integer greater than or equal to 2; - 
R1 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be may be optionally 
subsisted with one, two or three radicals selected from C^-alkyl, C^-haloalkyl, cyano, carboxyl, C^-aJcox- 
ycarbonyl, hydroxyl, C^-hydroxyalkyl. C^-haloalkoxy, amino, C^-alkylamino, phenylamino, nitro, 0^2- 
alkoxy-CLa-alkyl, C^a-alkylsutfinyl, halo, 0^2-alkoxy and CLa-alkylthio; 

R 2 is methyl or amino; and "n„ i 

R3 represents one or more radicals selected from hydrido, halo, C^-alkyl, C 2 . 3 -alkenyl, C 2 . 3 -alkyny| oxo 
cyano, carboxyl, cyano-C^-alkyl, heterocyclyloxy, C^-alkoxy, C 1 . 3 alkylthio. alkylcarbonyl, cycloallcyl, pheny , 
C, 3 -haloalkyl, heterocyclyl, cycloalkenyl, phenyl-C^-alkyl, heterocyclyl-C 1 . 3 -alkyl, C^-alkyltn.o-C^-alkyi, 
C ',-hydroxyalkyl. C, 3 -alkoxycarbonyl, phenylcarbonyl, phenyl-Cva-alkylcaitoonyl, phenyl-C 2 : 3 -alkenyl, C v3 - 
alkoxy-C, 3-alkyl, phenylthio-C^-alkyl, phenyloxyalkyl, aikoxyphenylalkoxyalkyl, alkoxycarbonyla Iky am.no- 
carbonyl. aminocarbonyl-C^-alkyl, C^-alkylaminocarbonyl; N-phenylaminocatbonyl, N-(C, , 3 -alkyl)-N-phe- 
nylaminocarbonyl, C 1 . 3 -alkylaminocarbonyl-C 1 . 3 -alkyl, carboxy-C^-alkyl, C^-alkylam.no, N-arylam^ N- 
aralkylamino, N-tC^-alkyO-N-aralkylamino, N-fC^-alkyO-N-arylamino, am no-C., 3 -alkyl c i-3^ am " 
noalkyl N-phenylamino-C^-alkyl, N-phenyl-C^-alkylaminoalkyl. N-CC^-alkyh-N-Cphenyl-C^-alkyDam.- 
no-C, ,-alkyl, N-(C, a-alkylJ-N-phenylamino-C^-alkyl, phenyloxy, phenylalkoxy, phenylthio, phenyl-C^- 
alkylthio, C^-alkylsulfinyl, C^-alkylsulfonyl, aminosulfonyl, C-^-alkylaminosulfonyl, N-phenylam.nosulfonyl, 
45 phenylsulfonyl, and N-(C 1 . 3 -alkyl)-N-phenylaminosulfonyl; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

105.A method of claim 1 04 wherein R 2 is amino, the compound is a prodrug, and R 2 is substituted with an acyl group. 
50 106.A method of claim 1 05 wherein R 2 is 

.. . , -j. 

55 
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107 .The method of Claim 104 wherein the compound corresponds to Formula II: 



10 



15 




< R e 



( X )n 

I T N — N 



ii 



20 



25 



30 



35 



'40 



wherein: 

X is fluoro: - : 

n ts an integer greater than or equal to 2; 

R* is cyclohexyl pyridinyl. or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be optionally substi- 
tuted with one. two or three radicals selected from C^-alkyl, C^-haloalkyl, cyano, carboxyl, C^-alkoxycar- 
bonyl, hydroxy!, C^-hydroxyalkyl, C^-haloalkoxy, amino, C v2 -alkylamino, phenylamino, nitro, C V2 - 
alkoxy-^ 2 -alkyl. C v2 -alkylsulfinyl, halo, C v2 -alkoxy and C n . 3 -alky!thio; 

R5 is a radical selected from hydrido, halo, C^-alkyl, C 2 _ 3 -alkenyl, C 2 . 3 -a!kynyl, oxo, cyano, carboxyl, cy- 
ano-^ 3-alkyl, heterocyclyloxy, C v3 -alkoxy, C^-alkylthio, alkylcarbonyl, cycloalkyl, phenyl, C^-haloalkyl, 
heterocyclyi, cycloalkenyl, phenyl-C^-alkyl. heterocyclyl-C^-alkyl, C^a-alkylthio.^^alkyl, C^-hydroxy- 
alky! C< 3-alkoxycarbonyl, phenylcarbonyl, phenyl-C 1 . 3 -alkylcarbonyl I phenyl-C 2 . 3 -alkenyl, C^-alkoxy-C^- 
alkyl' phenylthio-C, 3 -alkyl. phenyloxyalkyl, alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyL amtnocarbonyl, 
aminocarbonyl-C 1 3 -alkyl, C v3 -alkylaminocarbonyl, N-phenylaminocarbonyl/N-CC^s-alkyO-N-phenylammoc- 
arbonyl, C, 3-alkylaminocarbonyl-C^-alkyl, carboxy-C^-alkyl, C^-alkylamino, N-arylamino, N-aralkylami- 
no N-(C, 3 -alkyl)-N-aralkylamino, N-fC^-alMJ-N-arylamino, amino-C^-alkyl, C n _ 3 -alkylaminoalkyl, N-phe- 
nylamino-C, 3 -alkyl, N-phenyl-C^.-alkylaminoalkyl, N^C.^alkyO-N-tphenyl-C^^alkyOamino-C^a-alkyl, 
NWC^-alkyO-N-phenylamino-C^a-alkyL .phenyloxy, phenylalkoxy, phenylthio : phenyl-C^-alkyrthio, C^ 3 - 
alkylsulfinyl, C^-alkylsulfonyl, aminosulfonyl, C^^alkylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfo- 
nyl, and N-(C 1 . 3 -alky])-N-phenylaminosulfohyl; and 
R 6 is methyl or amino; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof; 

provided that when R 1 is 4-bromophenyl and R2 is methyl, is not hydrogen, cyano, trifluoromethyl or ethox- 
ycarbonyl. 



108.The method of Claim 1 04 wherein the compound corresponds to Formula III: 
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III 
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wherein: 
X is fluoro; 
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n is an inteqer greater than or equal. to 2; • ■ 

R 7 is cydohexyl, pyridinyl, or phenyl, wherein said cyCohexy., pyridinyl; and phenyl ™y >e opsone, >y.ub£ 
tuted with one. two or three radicals selected fromCWa.kyl, C^-haloalkyl, cyano, carboxyl, C,. 2 -a Ikoxycar 
bonyl, hydroxy!, C^-hydroxyalkyl, C v2 -haloalkoxy, amino, C^-alkylamino, phenylam.no, n.tro, C,. r 
alkoxv-C, o-alkvl C« ,-alkylsulfinyl, halo, C,. 2 -alkoxy and C.,.3-alkylth.o; 
' ReTa radical selected from hydride, ha.o, C^-alkyl, C^-alkeny., C 2 .3-alkyny. oxe cyano car^oxyh ^- 
ano-C, 3 -alkyl, heterocyclyloxy, C^-a.koxy, C^-alkylthio, a.kylcarbonyl, <^'^ P*""^ ^ hfdS' 
heterocyclyl, cycloa.kenyl, pheny.-C^-alkyl, heterocyc.y.-C^a-a.kyl C^-al ylth.o-C^a kyl, Ci^Jtoxy- 
alkyl, C 1 3-alkoxycarbonyl, phenylcamonyl, phenyl-C^-alkylcarbonyl, phenyl-C^-alke nyi C,.^ -al^y. Ch- 
alky I phlnylthio-C, --alkyl.' phenyloxyalkyl, alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyl, am.nocarbonyl, 
am^caZy^ 

aZyl Cl 3 alky^laminobareonyl-C^^alkyl, carboxy-C.^-a.kyl, C^-a.kylamino N-a^mmo, N-aralkylam, 
ne, N-( C1 ^alkyl) N-aralkylamino, N-(C 1 . 3 -alkyl)-N-ar y iamino, amine-C^-alkyl, C^-alky.ammoalkyl, N-phe 
nyiamine^ 1 .3-alkyl. N-phenyl-C^-alkylaminoalkyl, N-lC.^a.kyD-N-tphenyl-^^a ^amme^-alkyl, 
N-tC^-alkyD-N-phenylamino-C^-aJkyl, phenyloxy, phenyla.koxy, phenylthio, Phenyl-C, 3 -a kylth.o 
alkylsulfinyl, C v3 alkylsulfonyl, aminosulfonyl, C 1 . 3 -alkylaminosulfonyl, N-phenylam.nosulfonyl, phenylsulfo- 
nyl, and N-(C 13 -alkyl)-N-phenylaminosulfonyl; and 
R 9 is methyl or amino; 
' ' or a pharmaceutically-acceplable salt, tautomer or prodrug thereof. 

109.The method of Claim 104 wherein the compound corresponds to Formula IV: 



25 



30 



35 



45 



50 




I T N — o 

IV 



wherein: 
X is fluoro; 



40 . ' n is an integer greater than or equal to 2; . . - ' *-^«ik. »..k 

Rio is cydohexyl, pyridinyl, or phenyl, wherein said cydohexyl, pyridinyl, and phenyl may be opt'onal^ sub- 
stituted with one, two or three radicals selected from C^-alkyl, C^-haloalkyl, cyano, carboxyl, C 1 2 -alkoxy- 
carbonyl. hydroxyl, C^-hydroxyalkyl, C^-haloalkoxy, amino, C^-alkylamino, phenylam.no, nitro, C n . 2 - 
alkoxv-C, ,-alkyl, C< 2 -alkylsulfinyl, halo, C v2 -alkoxy and C,. 3 -alkylthio; 
- R11 is a radical selected from hydride, halo, C v2 -alkyl, C 2 . 3 -alkenyl, C 2 . 3 -alkynyl, oxo, cyano carboxyt. cy- 
ano-C, a-alkyl, heterocyclyloxy, C^-alkoxy, C^-alkylthio, alkylcarbonyl, cycloalkyl phenyl c i-3-^'o^y'. 
~h7terocyclyl, cycloalkenyl, phenyl-C^-alkyl, heterocyclyl-C 1 . 3 -alkyl, C^-alkylth.o-C^-a kyl, C, 3 -hydroxy- 
alkyl C« ,-alkoxycarbonyl, phenylcamonyl, phenyl-C^-alkylcamonyl, phenyl-C 2 . 3 -alkenyl, C^-alkoxy-C^- 
alky ph'enylthio-C^-alkyl, phenyloxyalkyl, alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyl.^ am.nocarbonyl, 
amLcarbony.-cJ-alkyl C, 3-a.ky.aminocarbony,, N-pheny.aminocarbonyl, N-(C 1 .3-a.ky.)-N- P henylam,noc- 
arbonyl, C v3 al^laminocarbony.-C^-alkyl, carboxy-CWa.kyl, Cv3-alkylam.no N-a^m.no, N-aralkylam, 
no, N-(C, 3-a.kyl) N-aralkylamino, N-(C^-allcyl)-N-arylamino, amino-C^-alkyl, C ; . 3 -alkylam,noa.kyl, N-phe- 
nylamino^./alkyl, N-phenyl-C^-alkylaminoalkyl, ^^m-*H^^4r^^^^ 
N-fC, a-alkyD-N-phenylamino-C^^alkyl, phenyloxy, phenylalkoxy, phenylth.o, phenyl-C^s-a kylth.o C ; 3 - 
alkylsulfinyircra-alkylsulfonyl, aminosulf onyC cra-alkylam.nosulf onyl, N-phenylaminosulf onyl, phenylsulfo- 
»w - - nyl, and N-(C,.3-alkyl)-N-phenylaminosulfonyl; and 
R 12 is methyl or amino; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 
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110.The method of Claim 104 wherein the compound corresponds to Formula V: 
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X is fluoro; 

n is an integer greater than or equal to 2; 

R13 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be optionally sub- 
stituted with one s two or three radicals selected from C^-alkyl, C^-haloalkyl, cyano, carboxyl, C^g-alkoxy- 
carbonyl, hydroxyl, C 1 . 2 -hydroxyalkyl, C^-haloalkoxy, amino, C^-alkylamino, phenylammo, nrtro, C v2 - 
alkoxy-C n 2 -alkyl, C t 2 -alkylsulfinyl, halo, C^-alkoxy and C^-alkylthio; 

R14 is a radical selected from hydrido, halo, C v2 -alkyl, C 2 . 3 -alkenyl, C 2 _ 3 -alkynyl, oxo, cyano, carboxyl, cy- 
ano-C 1 3-alkyl, heterocyclyloxy, C^-alkoxy, C v3 -alkylthio, alkylcarbonyl, cycloalkyl, phenyl, C v3 -haloalkyl, 
heterocyclyl, cycloalkenyl, phenyt-C^-alkyl, heterocyclyl-C^-alkyl, C^-alkylthio-C^-alkyl, C n _ 3 -hydroxy- 
alkyl C, a-alkoxycarbonyl, phenylcarbonyl, phenyl-C^-alkylcarbonyl, phenyl-C 2 _ 3 -alkenyl, C^-alkoxy-C^- 
alkyl' phenylthio-C 1 3-alkyL phenyloxyalkyl/ alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyl. am.nocarbonyl, 
aminocarbonyl-C 1 3 -alkyl, C, 3 -alkylaminocarbonyl, N-phenylaminocarbonyl, N-(C 1 . 3 -alkyl)-N-phenylaminoc- 
arbonyl C 1 ^alkylaminocarbonyl-C.^-alkyL carboxy-C n . 3 -all<yl, C^-alkylamino, N-arylamino, N-aralkylam.- 
no N-(C, 3-alkyl)-N-aralkylamino, N-(C 1 .3-alkyl)-N-ary.lamino, amino-C 1 . 3 -aikyl, C^-alkylammoalkyl, N-phe- 
nylamino-C 1 3 -alkyl, N-phenyl-C^-alkylaminoalkyl. N-(C V 3-alkyl)-N-(phenyl-C 1 .3-alkyl)amino-C 1 . 3 -alkyl ) 
N-fC^-alkyO-N-phenylamino-C^a-alkyl, phenyloxy, phenylalkoxy, phenylthio : phenyl-C v3 -alkylthio 3 - 
alkylsulfinyl, C^-alkylsulfonyl, aminosulfonyl, C 1 . 3 -alkylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfo- 
nyl, and N^C^g-alkylJ-N-phenylaminosulfonyl; and 
R 15 is methyl or amino; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 



111. The method of Claim 104 wherein the compound corresponds to Formula VI: 
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VI 
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wherein: 
X is fluoro; 
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stituted with one, two or three radicals selected from C^-alkyl, C n . 2 -haloalkyl, cyano, carboxyl, Cva-alkoxy 
ca*on y r hydroxy., C^-hydroxya.^, C v2 -haloa,kox y , amino, C, 2 -a.ky«amino, phenylam.no, mtro, C,,- 
fliknvv/ r -alkvl C, o-alkvlsulfiriyl, halo, C.o-alkoxy and 0^3-alkylthio; 

R^°is a^a^'^^s^ect^i from hydndo, ha>o, 2 C, 2 -a,ky., C 2 ,-a. k eny., C^aHcyny. oxo, cy-o carbo^ cy- 
l c alkvl heterocvclyloxy C, 3 -alkoxy, C^-alKylthio, alkylcarbonyl, cycloalkyl, phenyl, C^-haloalKyl, 
ZSSw VcSaS , y p hIny.-C 1 ,-a.ky.,het 3 erocyc.yl-C 1 .3-a.ky., C^-aikylthio-C^alkyl, C^hydroxy- 
afkvl C, alkoxycarbonyl phenylcarbonyl, phenyl-C^-alkylcaraonyl, phenyl-C 2 . 3 -alkenyl, C^-alkoxy-C,.,- 
a v phtnX C, 3-aiyl pheny.oxyalky. alkoxypheny.alkoxyalkyl, aikoxyoarbony.alkyl.^nnmocarbonyl, 
aSoJaX-S, 3 ^lkyl Cl 3-alky.aminocarbonyl, N-pheny.aminocarbony., N-tQ^lqrD^enylam.noc- 
^n^C^l^in^onyl*„-aIlcyl. carboxy-C^-a.kyl, C^-alkylamino, N-ary.ammo, N-aralkylami- 
o N C1 llk^N-aralkyiamino, N^-a.kyD-N-arylamino, amino-C -a.ky., N-phe- 
nylamino-C^-alkyl. N-phenyl-C^-alkylaminoalkyl, N-tC^alkyO-N-tphenyl-Cw-^am^M^kyl. 
N C ,-alkvl) N-phenylamino-C-, 3 -alkyl, phenyloxy, phenylalkoxy, phenylth.o, phenyl-C^-alkylth.o C, r 
al^suCnyr^, afkyLifony,, aminosu.fonyl, Cl . 3 -alky.aminosu.fony,, N-pheny.aminosu.fonyl, phenylsuifo- 
nyl ; and N-(C 1 . 3 -alkyl)-N-phenylaminosulfonyl; and 
R 1 s is methyl or amino; 

or a pharmaceulically-acceptable salt, tautomer or prodrug thereof. 
112.The method of Claim 104 wherein the compound corresponds to Formula VII: 
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wherein: 



40 



45 



50 



55 



X is fluoro; 

» said cyclonexy., pyridinyl, and phenyl ma> £ ^..sub- 

stituted with one, two orthree radica.s selected from C^-a.Kyl, C^-haloalkyl cyano, cartooxy^ C, 2 -alkoxy 
carbony.. hydroxy., C v2 -hydroxya.kyl, Cl . 2 -haloalkoxy, amino, C^-alkylammo, phefiylam.no, n.tro, C v2 - 
a.koxy-C^-alkyl, C^-alKylsutfinyl, halo, C 1 . 2 -alkoxy and C^-altylth.o; 

R20 is reprlsents one or more radicals selected from hydride, halo, C v2 -alkyl, C 2 . 3 -alkenyl, C 2 . 3 -alkyny . oxo, 
cyano carboxyl, cyano-C^-alkyl, heterocyclyloxy, C^-alkoxy, C -alkylthio alkylcarbonyl, cydoa ky. phe- 
nyl C, 3 -haloalkyl, heterocyclyl, cycloalkeny., phenyl-C^-alKyl, heterocyclyl-C^-alkyl, C^-alkytthio C , 3 
aL C 1 ,-hydroxyalky.,C 1 L,koxycamonyl, phenylcarbonyl, phenyl-C 1 . 3 -alkyl C arbony., P hen y l-C 2 3 -alkeny , 
^3^^^^^^^ P heny,oxya. k yl, a.koxypheny.a.koxya.kyl, alkoxycarbony.aky 
am nocarbLyl aminocart 3 onyl-C, 3 -alky l , C n .s*lkylam.no^^ 

-N-phenylaminocarbonyl, C^-a.kylaminocarbonyl-C.^-a.ky., camoxy-C^-a.kyl, C^'T" 0 .^™ 
no N-aralkylamino, N-CC, 3 -alkyl)-N-aralkylamino, NHC^-alKyO-N-arylam.no, a m.no-C, 3 -alkyl C v3 
"kylamLXl, N-pheny.amino-C . 3 -a. k y., N-phenyl-C^-alky.aminoal.yl, N-(C 3 -al k yl)-N.(p eny.-C - 
a kvlUino-cV 3 -alkyl, N-( Cl 3 -alky ) N-phenylamino-C 1 . 3 -alkyl, phenyloxy, phenylalkoxy, Phenylth.o, phe- 
nKTr k y.thfo, N-phenylam,- 
nosulfonyl, phenylsulfonyl, and N-CC^-altyO-N-phenylaminosulfonyl; and 
R21 is methyl or amino; 
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or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 
113.The method of Claim 104 for use in the treatment of inflammation. 
5 114.The method of Claim 104 for use in the treatment of an inflammation-associated disorder 
115.The method of Claim 114 wherein the inflammation-associated disorder is arthritis. 
11.6.The method of Claim 114 wherein the inflammation-associated disorder is pain. 

117. The method of Claim 114 wherein the inflammation-associated disorder is fever. 

118. A method of treating cancer, said method comprising administering to the subject having or susceptible to such 
cancer a therapeutically-effective amount of a compound of Claim 104. 

15 " 

119. The method of Claim 11 8 wherein the compound is administered intravenously. 

120. The method of Claim 118 wherein the compound is administered intramuscularly. 
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